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MODERN VIEWS ON THE 


DENIS 
Physician in Neurology, St. George's Hospital 
In the twenty the electroencephalogram 
(E.E.G.) began to illuminate some of the many dark 
corners of epilepsy people have tried to discard the old 
name with its dependent prejudices and misconceptions. 
They have tried to limit its meaning, and they have tried 


to make it fit new facts 


years since 


To some, “epileptic fit is tautological, since every 
fit must be epileptic, but there are others who exclude 
symptomatic fits, who refer to “genuine epilepsy.” 
or who limit the use of the word to recurrent fits with- 
out apparent cause, making epilepsy synonymous with 
“constitutional epilepsy ~ or “ genetic epilepsy A fit 
can be induced in everyone by chemieal or physical 
agents. and a fit may complicate many of the physical 
upsets usually experienced in living —teething. measles. 
menstruation, acute alcoholic excess, hydration, exhaus- 
tion, fevers, toxaemias, and so on. It is therefore foolish 
to equate epilepsy with convulsions and to call a single 
convulsion an epileptic fit. And yet we know from 
clinical and electroencephalographic evidence that there 
is no difference in the nature of a convulsion, however 
induged and however predisposed to it the subject is. 
all fits are epileptic, and yet all who 
direct 


Scientifically 
have fits are not epileptics 
relationship between the chance of precipitating a con- 
vulsion and the individual's innate tendency to convulse 
The kind of brain injured is as important as the kind of 
brain injury. Thus the diagnosis of epilepsy rests upon 
a degree of susceptibility, and not upon the nature of 
the attack alone. It is a relative diagnosis. A patient 
is said to have epilepsy when the attacks recur without 
a demonstrable independent Conversely, a 
patient who has fits in response to a known recurring 
cause has not epilepsy: he may have hypoglycaemia 
with convulsions, uraemia with convulsions, or syncope 
with convulsions. When a faint caused by a fall in 
blood pressure ends in a fit the diagnosis must be syn- 
cope, however often the event happens, not epilepsy. 


There is a close 


cause 


How shall Epilepsy be Defined ? 
meaning or transference 
The word “ epilepsy ~ 
patient, and not to 


There must be no confusion of 
of an old word to new phenomena 
refers to a state experienced by the 
electroencephalographic events. although the F.F.G. has 
widened the range of changes recognized as being epileptic 
It is probably wise to keep the use of the word a wide one. 
and qualify it with an adjective when necessary With 
our present limited knowledge epilepsy can be assumed when 
there are recurring discrete disorders of sensation or be- 
haviour of any sort caused primarily by cerebral disturb- 
ances. This use of the word excludes the isolated attack 
and all attacks caused by disorder elsewhere in the body, but 

*Read to the Section of Neurology at the Annual Meeting of 
the British Medical Association. Newcastle upon Tyne, 1957 
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it takes the use of the word, probably justifiably, to the 
doorstep of clinical psychiatry Here it has the advantage 
that it avoids the use ef such uncertain terms as “ epileptoid~ 
or “ epileptic equivalent.” 

Epilepsy has been recognized as having a broad spectrum 
since the middle of the last century, and Jackson was fol- 
lowed by Wilson in referring to “ the epilepsies ~ to make 
this point clear. The forms of epilepsy can be recognized 
in the patients’ experiences, in observation of the patients’ 
attacks, in studying their electrical counterpart in the E.E.G.. 
or in a combination of all these sources of information. The 
history of this aspect of the subject has often been reviewed. 
and is stated shortly and clearly by Penfield and Jasper 
(1954) 

Classification in the Past 

Four main forms of epilepsy used to be recognized 
(1) grand mal, the tonic-clonic major fit: (2) petit mal: 
(3) focal attacks ; and (4) “ epileptic equivalents ~ or psychic 
fits. There were numerous subdivisions, and also uncommon 
or ill-defined forms of attack which simply could not be 
fitted into a short classification, such as epilepsy partialis 
continuans, striatal epilepsy, and reflex epilepsy. There ts 
still no classification of epilepsy to fit all the facts or to 
suit all observers 


Why Classify ? 


Epilepsy is a symptom with many forms and as many 
causes. It reflects disturbance of brain function, and has 
the same order of meaning as madness. It has come to 
cover so many causes of first, second, and third degree 
predisposing and precipitating, physical and psychological, 
and to include so many evidences that 


acquired and innate 
It even 


it has lost precise meaning and must be qualified. 
suffers from the handicap of the brain—mind dilemma now 
Classification of its forms is essential for the correct use of 
language and understanding of it, since any substitute for it 
will suffer from the same handicaps; but classification is 
also essential to the proper handling of causes, prevention, 


treatment, and social management. 


Kinds of Classification 


Any classification must be useful, and should therefore 
reflect the needs of its user, and there can be many coexistent 
useful classifications of epilepsy each reflecting an aspect 
of the subject. Quite useful classifications of the state of 
epilepsy can be based on the degree of disability ; the form 
of disturbance seen or felt ; its first causes ; its precipitating 
causes ; its associated disturbances, whether physical or 
psychological : its physiological correlations, whether physi- 
cal or chemical ; its anatomical bases ; its temporal qualities : 
the kind of epileptic subject ; or its social-economic status 
They will all be valid, they will all overlap, each will be a 
compromise, and though all will cause argument each will 
have a use to someone. What is important is that we should 
no longer consider epilepsy a homogeneous, or self-con- 
tained, subject Its boundaries cannot all be mapped nor 
its contours traced 
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Present Classification 
We e here concerned with a classification which will 
form a basis tor discussion of the anatomy and physiology 


of epilepsy, so that we can inquire into causes and cures 
The classification we use must rest on the basic sciences, and 
like all the 


thereby lose 


applications ol basic sciences to medicine, it will 
definition and exact Such a classifi 
cation is based on facts observed in the attack 
with the naked eve, and through the microscope in the 
aboratory the E.E.G ' 
cal All 


meaning 


facts seen 


bedside ind scientific 


clinico-physiolog these words are as meaningless 


as epilepsy 


issification is to be based on events in the attack 
ve must be careful to distinguish between the pre-ictal, ictal 
ind post-ictal events Most post-ictal events are caused by 


contusion in the patient, the result of the attack, and pre 


ctal events may be related to the cause and not to the 
ittack itself This distinction was repeatedly emphasized in 
the writings of Hughlings Jackson and William Gowers 


basis of all discussions of knowledge in this 


which form the 
subject The most recent and important classifications are 
ind his co-workers (Penfield and Kristian 


ind Jasper 1954) and of Gastaut (1954 


those of Penfield 
sen, 1951 : Penfield 
They have nany 

others. notably Gibbs and Gibbs (1941) 


lectroencephalographic data, and Symonds (1954), who was 


points of similarity to classifications by 


who mainly used 


unly concerned with clinical 
In tabulating the events which can occur in an epileptic 
experience we ust remember that they may include an 


example ! rion of every feeling or movement oft 
s capable, in an infinite number of varia 
(Williams 
between simple events and elaborate events 
ind psychical \ 


published by me recentl 


vhich the patient 


tion nd nbin 1956) There is no 


ithons 


even between physical classification 


f these 
Willams 


which was 


1956) tollows 


experiences 


P ‘ I ‘ d Halluci 1or 
Sm Sense i sound I 
( yn Senso ingling, pain, or loss of feel 
I d Hallucin 
p 
Bod oncey 
P ! I Ite oO! ! Oo lat up 
in limt disturbed positio disordered rel 
I » whol diff i ] mister 
j “ 
I depers« d I i of self 
! »p 
r 
P \ i l Hipu on) receding Sp oe 
ig ] onK distorted onK tox 
id 
Audit : ounds dist he “ unreal or 
mpe ‘ Pp onal ! ! 
Tk I D ization dr 
\f i Pr , f (T | Conceptu 
Disturt ) 
I dissociatior d lizatic with depersonalizauion 
j y which include I person bizarr x 
ple | feel ti 00 nd | miu } 
f 1 corr 
/ , D i ice 
DD i ny 
i ’ by 
Distu f objectiv tir e.g peop! eem t 
Ww ) h along, or f houghts rush b 
P " l g.. famiharity, déja ‘ uma u“ 
M rR A \ 
S (Sk ) 
' , Focal ry 
Ger ) on 


BritisH 
MeEpDIcaL JOURNAL 


EPILEPSY 


{ Partial—e.g., licking, laughing, sucking, 
grimacing 
General—quasi-purposive—e.g., running, 
striking. 
Purposive—e.g., aggressive organized 
outbursts with inadequate cause 


Co-ordinate 


Visceral 
E.g.. vasomotor, sudomotor, piloerection 
(belching, 


cardio-respiratory, 


tlimentary borborygm1) 


Epiteptic HALLUCINATIONS 
Special Sensation 
Unitary 


Visual 


natural or bizarre 


unformed or formed; stationary or animate; 
coloured or black-and-white ; total or 
against normal perception 
Auditory 
personal reference 
Olfactory 
QGustatory 
Complex 
Special 
Multisensorial hallucinations 


Special sensory perceptual change 


unformed sounds, music, words, or words with 


unformed 
unformed 
hallucinations that speak 


sensory—e.g visual 


with c.g feeling 


of blue balloons in the left leg 
Special sensory with total conceptual change —e.g., living 
n hallucinatory experience in a dreamy state 
Common sensation-—-e.zg in extra limb 
Total sensation with vision and hearing—e.g., autoscopy 


Emotion. Mood or feeling tone: fear, depression, pleasure 


unpleasure, anger—in various settings, degrees, and 
descriptions 
Memory Always, and only as a pattern for an hallucination 


falling into one of the previous categories 


Thought Spontaneous “ cognition did not occur alone in 


secondary cognition based on_ the 


‘Forced thinking 


iny case, though 


hallucination is described should be 
reconsidered 
The first simplification is to divide epileptic attacks into 


general and partt il or focal 


General 


There are two easily recognized distinct forms of the 
general epilepsies in which there is a bilateral synchronous 
disturbance to be seen in the E.E.G. from both hemispheres 
the tonic-clonic fit of grand mal, which ts 
description ; and 


repeated inter 


major €puepsy 


stereotyped, self-limiting, and needs no 
minor epilepsy (petit mal)—the frequently 
ruption of consciousness of childhood in which there is no 
motor component more definite than blinking, blankness. 
ind pallor 


Ihe features common to these general epilepsies are that 


consciousness is lowered or lost and that disturbances of 
movement when they are present. as in a major fit. affect 
the body diffusely and symmetrically The E.E.G. shows 


changes, such as the fast spikes of grand mal and the spike 

petit which have the 
that they are generalized, and are 
symmetrical and synchronous in the hemispheres There ts 


ind-wave discharges ol mal, same 


general characteristics 
increasing evidence, which is outside my terms of reference 
that the these 
ittacks affect primarily deep midline structures which main 
ind regulate consciousness. Stimulation of, and damage 
mid-brain alters the 
the electrical activity ol 
We do not know why the 


grand mal 1s 


disturbances responsible lor generalized 


tain 


to, these structures in the conscious 
State of 


the whole of both hemispheres 


behaviour, and also alter 


intense fast electrical activity of associated 


with intense motor activity, or why the high-voltage spike 


ind-wave discharge of petit mal accompanies lowering ol 
consciousness without movements Also we do not know 
why myoclonic jerks without loss of consciousness have the 


same electroencephalographic accompaniment as petit ma 
with its loss of consciousness but without jerking 

In all respects—in their clinical form, the electroencephalo- 
graphic disturbances, and their biochemical and pharmaco 
grand mal and petit mal are totally differ 


ame subject, both are 


logical responses 
often occur in the 
ind both involve disturbance o! 


ent, and yet they 
features of genetic epileps 


tructures 


deep midline 
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Focal or Partial Epilepsies 

The E.E.G. has taught us a great deal about these forms 
yf epilepsy. Deductions on the site of origin based on 
clinical observation were confirmed and methods of spread 
over the cortex have been studied, but there are two ways in 
which we have gained original knowledge—the recognition 
of foci of discharge in the so-called silent areas of the frontal 
and temporal lobes, and the bilateral occurrence of so many 
focal discharges. We used to believe that major fits were 
of two kinds—those with a generalized onset and those with 
a focal onset. It is now evident that when a major fit 
begins with, say, twitching or tingling of a limb, what in 
fact has happened is that a focal fit has initiated a general- 
ized convulsion—there have been two attacks, the focal fit 
having initiated the major fit much as electrical stimulation 
might This fact, which is so evident in electroencephalo- 
graphic records, was really evident from observation of the 
ittacks too, because a major fit always has the tonic phase 
first, the clonus being caused by interruption of tonus, while 
a clonic focal fit consists of much more rapid jerks of part 
of the body, and the march of events is clonus, tonus, and 
then clonus. -obviously two different kinds of fit succeeding 
each other 

Another fundamental fact that recognized to 
wchieve a logical understanding of focal fits is this: that, 
however elaborate may be the movements or feelings in an 


must be 


epileptic attack in which consciousness is preserved, they are 
iulways due to focal disturbance of brain function The 
only difference between an attack with a primitive muscle 
twitch and one with co-ordinated, apparently purposive dis- 
wder of social behaviour, is that the first is caused by dis- 
turbance of function in the relatively primitive motor cortex, 
and the second in a more highly elaborated integrative part 
of the cortex Those attacks we most readily think of as 
focal *-—-the clonus of a limb, local tingling or numbness, 
flashing light, a buzzing sound, and so on—all 
happen in the first cell station of 
into the brain or the last cell station of emergence of move- 
ment. They are simple phenomena, which were therefore 
understood early in the study of epilepsy. The “ psychic 
fits or psychomotor attacks, the elaborate hallucinations, 
dreamy states, emotional experiences, or visceral disorders of 
epilepsy ure all just as truly caused by focal discharge in the 


smell, a 


reception of sensations 


brain as the experimental surgery of Penfield and others has 
That being so, fits can be classified 
according to their clinical pattern 
or upon the basis of their known origin The 


the more useful, because, as the list of 


demonstrated focal 


motor, sensory, psychic, 
and so on 
second is probably 
epileptic events shown above indicates, there are too many 
forms of epileptic experience to make their division a profit- 
able one A classification based on the part of the brain 
first affected. 


scceptable in all countries 


with a statement of the clinical events, ts 


Focal fits may be cortical or subcortical, but much of the 
cortex, like that of the island of Reil and the undersurtace 
of the temporal! lobe, is buried 

Cortical discharges may occur in primitive areas or asso- 
ciation areas, or may spread from one to the other They 
may, as so often in the temporal lobe, be bilateral and they 
a Jacksonian way We now 


may include very 


may march over the cortex in 
Jacksonian 
which 


recognize that that march 
complex 


sychological becomes meuningless 


division into physical and 


experiences in 
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VALUE OF THE E.E.G. IN DIAGNOSIS OF 
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The value of clinical electroencephalography in the 
diagnosis of epilepsy depends on the accuracy of the 
technique in throwing light on two issues: (1!) From 
which area or from which neuronal system does the 
epilepsy originate, and is there more than one such focus 
or system from which it originates ? and (2) What is the 
nature of the pathological process, if one is present, of 
which the epilepsy is a symptom? Diagnosis is there- 
fore both topographic and aetiological. Considerable 
advances have been made in the last few years in respect 
of the first issue, and careful repeated E.E.G. investiga- 
tions planned with knowledge of the clinical problem 
involved will in most cases answer the question, From 
where in the brain does the epilepsy arise? Very often. 
of course, such investigations merely confirm the clini- 
clans’ expectations, demonstrating what could be antici- 
pated from a knowledge of the aura and fit pattern which 
the patient exhibits. Only if neurosurgery is contem- 
plated are such intensive investigations vitally necessary 
With regard to the second issue, which is of such great 
practical importance, the E.E.G. technique is of more 
limited value in helping us to decide the nature of the 
pathological process of which the epilepsy is a symptom 
Here again, however, some advance has been made. 
These two issues are the subject of this paper. 


Improper Use of the E.E.G. 


The E.E.G. is often used as a means of helping to decide 
whether a given patients symptoms are epileptic ot 
psychogenic or are due to some non-cerebral cause, such as 
syncope. I believe this is an improper use of the technique 
and that in fact the results of doing this can be misleading 
A single routine normal E.E.G. is not against 
epilepsy, nor indeed is the finding of epileptic discharges in 


evidence 


the E.E.G. evidence that the patient's symptoms are neces 
sarily epileptic in nature. Such discharges occur in the 
E.E.G.s of some non-epileptic persons. in many with 
degenerative brain disorders, in some psychotics, and in 


cases of behaviour disorder The prescription of anti 
convulsants on the finding of such discharges in the E.E.G 
is unjustifiable and often illogical, and may lead the clinician 
to overlook more important issues for his patient. 

The recognition of the epileptic nature of any symptom 
or group of symptoms is, I believe, a clinical task and must 
remain one When the clinician E.E.G. to 
confirm the diagnosis he is not so much interested in the 
question of whether the E.E.G. demonstrates focal discharge 
he ts merely disappointed but does not 
does not--as in the question of 
a patho 


requests an 


in the expected area 
alter his diagnosis if it 
whether the E.F.G. demonstrates the presence of 
logical process, either local lesion or a diffuse one, which is 
of such importance for the prognosis. However, when the 
question of surgical removal of a focal epileptogenic area 
arises both these questions are of equal importance 
Classification of E.E.G. Characters 

Lennox (1938) 
described the first classification of the E.E.G. characters to 
be found tn epileptics The categories were described in 
terms of frequency voltage patterns of discharge--the actual 
and they paid no attention to 


Some 20 years ago Gibbs, Gibbs, and 


appearances of the rhythm 


*Read to ihe Section of Neurology at the Annual Meeting of 
the British Medical Association, Newcastle upon Tyne, 195 
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EPILEPSY 


square-topped 
suggested that when one of these patterns was found in the 
the patient suffered from the corresponding type 
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alternating spikes and waves with petit mal, and 4 per second 


waves with psychomotor seizures It was 


of seizure. This classification 
unworkable, because it was found: 
non-epileptic patients occasionally 
such patterns in the E.E.G. ; (b) the age o 
the patient was an important factor in deter- 
(c) there was 


soon proved 
(a) that 
showed 


mining the type of discharge ; 


no place in the classification for focal 
epilepsy ; and (d) the type of E.E.G. dis 
charge bore little relation to the type of 


clinical seizure or to the 


srocesses which might be associated 
i : 


pathological 


\ more workable classification was 
proposed by Jasper (1941). and recent 
developments have largely stemmed from 


this. In this classification we can describe 
(a) epilepsy of cortical onset, having a focal 
character, (b) epilepsy primarily of sub 
cortical onset, having no focal character, and 
(c) epilepsy from numerous 
both in the cerebral cortex and in subcortical 
structures, the latter being associated with a 
variety of diffuse pathological processes. To 
these three must be added a 
further rarity, first described by Tiikel and 
Jasper (1952), in which epilepsy arises from 


arising areas 


categories 


a focal cortical area but spreads immedi- 
ately to the subcortical system, giving rise 
in the E.E.G. to discharges of subcortical 
type and, in the event of a seizure, a fit- 
pattern suggesting a subcortical onset. This 
iype of epilepsy is described as “ secondary 
subcortical” in view of the primary and 
initiating cortical focus These four cate 


vories of E.E.G. pattern are fairly distinctive 
can be demonstrated repeatedly by careful 
study, have physiological meaning, and 
make, I believe, neurological sense More- 
their recognition has assisted in the 
second and important question of diagnosis 

the question of the associated pathology 
that may be present 
ire discussed in turn 


over 


These tour categories 


The Pathological Process 

Focal 
single area of 
E.E.G. by the presence of 
or sharp-wave potentials which may occu! 
singly or in groups. It may be 
with normal background electrical activity 
with reduced or absent background activity 
or with the presence of abnormal slow-wave 
activity in the area When the focus ts 
a small superficial atrophic 


cortical arising trom 


recognized in the 


epileps\ 
cortex 1s 


a focus of spike 


associated 


ussociated with 
lesion such as an atrophic gyrus or cortica 
cicatrix, the background activity ts often 
normal, particularly if the 
frequent. When the focus is associated with 
i more extensive subcortica 
atrophy there is likely to be a reduction o 


sei7Zures are 1 


cortical of 


absence of normal background icuivily 
whereas, if the association is with a neo- 
plasm, the background activity is likely te 


be abnormal in frequency, usually with slow 
waves of irregular frequency and form. The 
finding of a single easily located spike 0! 
sharp-wave focus, together with locally 
ibnormal background activity in the region 
of the spike focus, is fair evidence in favour 
of a local pathological condition, but such 
confirmation by 


a finding always 


further 


requires 
study 
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It must be emphasized that it is the combination of a 
single focal spike discharge seen repeatedly only in one area. 
together with abnormality in the rhythmic activity in the 
which provides the clearest diagnostic 
evidence. Spike discharges are recorded from viable cortex 
which is adjacent to dead At times the 
sites for these discharges are at a considerable distance 
from the gross lesion When there are multiple foci, 
which is often the case in large atrophic lesions, such as 
porencephalic cysts, it is impossible from the appearances 
and siting of the discharges to locate the lesion. This can 
be done only by a study of the background activity of the 
E.E.G., which will be reduced or abnormal over the lesion. 
Various methods for demonstrating abnormalities in the 
background activity are available, the most useful being the 
ntroduction of an intravenous barbiturate. 


wighhourhood, 


or diseased cortex. 


As Pampiglione (1952) first observed, areas of damaged 
wr dead cortex fail to develop the fast rhythmic activity 
which the drug induces in normal cortex (Case 1: Figs. | 
ind 2). This procedure also has the advantage that in many 
cases narcosis facilitates the firing at the epileptic focus 
Epileptogenic cortical foci can. of course, occur in any area 
of the cerebral Difficulty. however, 
identifying by the E.E.G. those which are situated on the 
rbital surface of the frontal lobes or on the medial 
surface of the hemisphere. In both instances the discharges 
nay excite subcortical structures and give rise to widespread 


cortex arises in 


unilateral or bilateral discharges. In both instances, also. 
there is no means of studying the characters of the electrical 
ictivity of adjacent cortex 
Temporal-lobe epilepsy, which is a common form ot 
epilepsy and possibly accounts for from a quarter to a third 
f all cases, must be classified as a focal cortical epilepsy. 
the site of origin being in the infero-medial surface of the 
temporal lobe and the buried grey matter of this area, the 
lippocampus, uncus, and amygdaloid nucleus. As Professor 
Penficld showed some years ago an atrophic condition in 
hese structures and tn the cortex over them is the com 
nonest lesion associated While the E.E.G.s in these cases 
ften show spike discharges widespread over 
the anterior temporal cortex and Sylvian 
regions, in many cases this is not so, and the 
single E.E.G. recorded with the patient 
iwake may be normal As Gibbs et al 
1947) showed, 
tated when the patient falls asleep or ts 
varcotized with a barbiturate. The location 
of the discharge may, however, still be diffi 
cult, and the distinction between an orbital 
temporal 


; 


discharges are often facili 


frontal, temporal, or posterior 
impossible to make with scalp 
electrodes. For this reason my colleagues 


ind I have for some years advocated the use 


focus be 


of needle electrodes inserted laterally from 

below the zygomatic arch to lie beneath the 

middle fossa of the skull, just lateral to the 

toramen ovale [50 yv 
After the needles are inserted the patient 

is given intravenous thiopentone, which 

excites the discharges if they are not present 

muscle 





gives a clear record free from 
potential artifact, and, most important of 
ill, induces fast rhythm in all normal cortex 
Here again the same principle to which | 
have referred applies Atrophic cortex 
shows reduction or absence of the barbi- 
turate-induced fast rhythm, and this is a 
surer guide to the site of maximal pathology 
than is the site of a spike discharge when a 
number of different such foci are evident 
In temporal-lobe epilepsy independent spike 
discharges may be recorded from both 
anterior inferior areas of the temporal 
lobes by means of the sphenoidal needle 
electrodes, and indeed spike discharges in 


Fic. 3.—Case 2 
(channels 3 and 4), and also a burst of high voltage bilaterally synchronous 3-per 


second spike- 
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these cases may also occur in other areas of the cortex 
Dr. W. A. Kennedy and I (1958) have been able to show, 
however, that reduction of fast rhythm under barbiturate 
narcosis recorded beneath the temporal lobe of one side 
predicts Ammon’s horn sclerosis on that side at the 1°% 
level of confidence. 

There is fairly good evidence now that any chronic local 
lesion, or any diffuse pathological process in the brain, which 
has given rise to focal epilepsy may in time give rise to other 
epileptogenic foci in the cortex. This is seen in the E.E.G. 
as multiple independent spike discharges, recorded from 
different areas. From the appearance of these discharges 
alone it is not possible to identify the primary focus—that 
is, the epileptogenic area from which the clinical seizure 
is initiated and which itself was set up by the lesion 
Abnormal background activity may provide the answer, but 
not invariably. In this event it may be necessary to demon- 
strate the primary focus by activating a seizure under E.E.G 
control. For this purpose intravenous 5°, or 10°, leptazol, 
ind more recently 10% bemegride, given slowly, are used. 
By this means the seizure can be witnessed and the origin 
and spread of the discharge recorded in the E.E.G. When 
the aura and the pattern of the induced seizure coincide with 
the patient's habitual seizure, and the E.E.G. has recorded 

focal origin of the seizure, one can feel confident that the 
origin has indeed been located. This, however, is a difficult 
procedure in many cases, and it is useless to attempt it if the 
habitual seizure is one in which a tonic-clonic convulsion 
occurs early in the march of events 


Subcortical Seizures 


This description of the E.E.G. characters in focal cortical 
epilepsy must suggest that all such cases occur in patients 
whose epilepsy is the result of a brain lesion of some kind 
The corollary of this is that the finding of a single spike 
focus, in repeated E.F.G.s, must always be regarded as good 
presumptive evidence of a local lesion. In the other large 
those in which the discharges arise 


groups of epilepsy 
this is not the case. In 


primarily in subcortical structures 
D.M. 55/0860 
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E.E.G. shows a spike focus at the left superior frontal electrode 


In the lower record a classical attack of petit ma! 
is recorded. 
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these groups are those epileptics who can be called “ idio- 
pathic,” and those patients in whom the brain has been 
damaged by pathological processes of a diffuse character 
The E.E.G.s in these groups show widespread complex 
discharges affecting both hemispheres, often in a sym 
netrical manne! The classical bilaterally synchronous 
3-per-second spike-and-wave discharge occurring upon a 
background of normal cortical activity is the type of 
discharge—it seems at the present time the only type of 
F.E.G. discharge that can be associated with idiopathic 
epilepsy Yet there are rare instances in which even this 
type of subcortical discharge is secondary to a cortical focus 


elated to a local lesion This is the case of secondary 


subcortical epilepsy ~ (Case 2: Fig. 3) 


Three pel “second 
spike-and-wave discharges occur much more commonly in 
the E.E.G.s of young epileptics than in those of adult 
patients, and the meaning of this ts not clear. Is idiopathic 
epilepsy largely a condition of childhood Since epilepsy. 
particularly major seizures, can itself very probably damage 
the brain by anoxia and therefore be itself a cause of further 
epilepsy, the problem is a difficult one 

Widespread bilateral fast and slow forms of spike-and 
wave discharge, episodes in which groups of spikes pre- 
dominate over slow waves, and those in which slow waves 
predominate over spikes, all suggest subcortical origin for 
the epilepsy and an association with some diffuse patho 
logical process in the past- infective, toxic, or degenerative 


[he more severe the pathological process the longer the 


epilepsy has lasted, and the more severe it has been the 
vreater the likelihood that. in addition to these subcortical 
discharges, there will be random cortical foci of discharge 
iS Well These were cases called by Jasper (1949) the 

diffuse dysrhythmias.” They always suggest diffuse brain 


damage 
As in primary cortical epilepsy. so in the subcortical 


epilepsies the single routine E.E.G. may show no specific 


eatures and be of little diagnostic value There may be 
xcess slow activity related to recent seizures or to the post 
ictal confused state of the patient, or, again, this pattern may 
be the result of medication Focal irregular slow activity 
ecorded in single E.E.G. following a seizure may reflect 


the post-ictal state of the cortex near to the focus and not 
ndicate, as it otherwise might. a cerebral tumour It is 
therefore necessary to interpret the E.E.G. findings in the 
ight of the patient's clinical state at the time the record ts 
made To elicit discharges, to observe their location and 
norphology, and so to observe which physiological systems 
are involved in the discharge. and further to study the back 
ground activity, it may be necessary to plan an E.E.G. study 
under conditions in which the different variables are known, 
if not controlled 


seizures may have to be elicited and witnessed 


Medication may have to be withdrawn 
activating 
procedures known to stimulate cortical foci or subcortical 
For this reason I suggest that 
the value of the E.E.G. in the diagnosis of epilepsy depends 


systerr Ss may n ive to he used 
upon how it is used and with what end in view The 
practice of taking single E.E.G. records, unrelated to the 
clinical problem which the patient presents, and often with 
ut knowledge of that problem, is a procedure of little value 

nost cases and may be frankly misleading E.E.G 


nvestigations should perhaps be reserved for those patients 


in whom such investigations can answer certain specific 
questions. Such investigations have to be planned, and will 
perhaps involve several hours’ work under varying condi 
tions They can, however, provide understanding of the 
nature of epilep which no other method can do 


Illustrative Cases 
Ca / | and Male ged 52, with thre 


month 


of convulsic with remembered aura of twitching of lower 
i three weeks’ history of focal motor attacks arising in the 
nd sf ding to right arm and leg Iwo weeks’ pro 
j g f is with mental deterioration Examin 
howed *ht hemiparesis affecting face and arm more than 
leg ¥-ray film of skull and lumbar encephalogram, normal 


oud arter 4 howed r iddle cerebr il tery depre ed 
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and pathological circulation in the posterior frontal areas 
Biopsy: glioblastoma multiforme 

Case 2: Fig. 3.—Male aged 18. Since the age of 13 has had a 
number of minor attacks without warning in which he appears 
dazed. A history of cyanosis after birth following a bad forceps 
delivery Examination showed no abnormal physical signs 
¥-ray film of skull normal. Lumbar encephalogram showed mild 
left hemiatrophy mainly affecting the left middle cerebral artery 
territory 
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MEDICAL TREATMENT IN EPILEPSY* 
BY 


H. HOUSTON MERRITT, M.D. 


Director, New York Neurological Institute 


Various drugs were used by ancient and mediaeval 
physicians in the treatment of epilepsy, but the treatment 
methods of those times were mainly the invocation of 
supernatural powers and the administration of sub- 
stances which had magical properties The pharmaco- 
iogical approach to the treatment of epilepsy did not 
begin until the middle of the nineteenth century. On the 
occasion of the presentation of a paper on the treatment 
of epilepsy by E. H. Sieveking before the London 
Medico-Chirurgical Society on May 11, 1857, Sir Charles 
Locock, the presiding officer, remarked that, since the 
seizures in epilepsy were often related to hysteria or the 
menses, he had been led to try bromide of potassium 
He had used bromides successfully in a case of epilepsy 
associated with sexual excitement after all other medica- 
tions had failed. In 14 or 15 additional cases bromides 
had failed in only one 

Bromides were the standard therapy for epilepsy until 
1912, when Hauptmann administered phenobarbitone to 
his patients as a sedative. He was greatly pleased to 
find that it had an anticonvulsant activity equal to or 
greater than that of the bromide. The next significant 
advance in the pharmacological therapy of epilepsy came 
with the introduction of diphenylhydantoin (phenytoin) 
(Merritt and Putnam, 1938) Since that time a large 
number of compounds have been tested in patients 
Many of these have been discarded as valueless or too 
toxic, but a few have added greatly to our ability to 
manage patients with seizures 


General Principles of Therapy 
Ihe treatment of patients with convulsive seizures 1s 
divided into three parts: first, the removal of any factors, 
organic or psychological, that may be playing a part in 
second. regulation of the 
and, third, the administration 


the occurrence of seizures; 
physical and mental hygicne 
of anticonvulsant drugs 

The surgical and psychological aspects of epilepsy are 
discussed by Dr. Penfield and Lord Cohen. My remarks 
ire confined to the medical therapy 

The objective of all anticonvulsant therapy is to establish 
ind maintain a reservoir of drug sufficient to control the 


*Read to the Section of Neurology at the Annual Meeting of 
he British Medical Association, Newcastle upon Tyne, 1957 
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seizures without producing significant side-reactions. The 
ideal anticonvulsant—one which would affect all seizure 
types, have an established dosage, and produce no untoward 
effects—is not yet available. Consequently, choice must be 
made from a group of drugs, one or more of which is most 
effective for a particular seizure type or for a particular 
patient. When more than one type of seizure is present a 
combination of drugs is usually more effective than a single 
one. In fact, a combination of drugs will often be necessary 
even for patients with a single seizure type 


Chemical Structure of Anticonvulsants 


The majority of anticonvulsants in common usage to-day 
ire derivatives of barbituric acid, hydantoin, or oxazolidine- 
dione. The structure of these compounds is shown in the 
accompanying formulas. Barbiturates and hydantoins are 


O H H H H 
H ( N H—C N H—<¢ O 
( c-O c=0 C=O 
H ( N ( N ( N 
O H O H O H 


Malonylurea Oxazolidinedione 


(Barbituric acid) 


Glycoly!l urea 
(Hydantoin) 


eyche derivatives of urea. The oxazolidinedione ring has a 
superficial similarity to that of hydantoin but it is not a 
urea derivative. Other anticonvulsants commonly used at 


the present time include: primidone (* mysoline “), which 
has a structure similar to that of phenobarbitone but the 
oxygen attached to the carbon in the 2-position is replaced 
derivatives; and = carbonic 


by hydrogen: succinimide 


inhydrase inhibitors 


Technique of Drug Administration 


Medical Therapy for all Types of Seizures, Except Petit 
Val.—The initial drugs of choice for major seizures, partial 
seizures, and psychomotor seizures are phenytoin sodium 
and/or phenobarbitone. These drugs have been shown to 
have a high therapeutic index with a minimum of untoward 
side-effects, and are commonly regarded as standard anti 
convulsant drugs. When toxic reactions to these drugs do 
occur they are rarely serious, and are reversible when ad 
ministration of the drugs is discontinued or dosage adjusted 
In patients with infrequent seizures, phenobarbitone may 


prove effective by itself and. in such instances, usually is the 
drug of choice In patients with more trequent attacks, 
phenytoin sodium usually is preferred as the initial drug. 


with phenobarbitone added at such time as phenytoin 
When both are 


incapable of producing the desired result the addition of 


odium proves ineffective as the sole agent 


other drugs, such as methoin (* mesontoin ™), primidone, or 


meth, Iphenobarbitone (* prominal “), is indicated 


Phenobarbitone 


Ihe initial dose of phenobarbitone for adults is usually 
0.1 g. a day, given as a single dose at bedtime If necessary 
the dose may be gradually increased to 0.3 to 0.4 g.. ad 
ninistered in divided doses Rarely will beneficial effect 
be obtained with larger dosage without many undesirable 
side-effects. Children over 2 years of age usually require 
the same doses as adults, and they tolerate the drug equally 
well, For children under 2 the dose should be computed 
on the basis of body weight 

The toxic effects seen with phenobarbitone are usually 
not serious, and are reversible when the drug is withdrawn 
or reduced in dosage. Drowsiness and lethargy are common 
at the onset of treatment and at higher dosage levels. In 
most instances these symptoms spontaneously disappear 
with the continued use of the drug. If they do not, amphet 
amine sulphate, 5 to 20 mg. daily, or other suitable amphet 


amine derivatives, can be added An allergic rash may 
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occur at any time, even as late as ten years after institution 
of treatment with phenobarbitone. In the higher dosage 
range, ataxia of gait, vertigo, blurring of vision, and drow 
siness occur with great frequency. 


Phenytoin Sodium 

The initial dosage of phenytoin sodium is 0.1 g. two or 
three times a day, best given after meals, It is then in 
creased by 0.1-g. increments at weekly intervals until opti 
mum effect is obtained. In order to avoid a complicated 
schedule of dosage, the total daily amount of drug may be 
given as one dose or divided in two ; giving half after break 
fast and half after the evening meal. Most adults will 
tolerate between 0.4 and 0.6 g.; occasionally, patients ma\ 
tolerate as much as | g, So critical is the optimum level ot 
tolerance that 50 mg. may be the difference between seizure 
control and toxicity. Careful adjustment of dosage by trial 
and error must be carried out in each individual patient 
In children under 6 years of age the starting dose is 32 mg 
three times daily ; in those over 6, 0.1 g. twice daily. 

The toxic effects of phenytoin sodium may be divided 
into those which are minor and do not interfere with treat 
ment and those which are so disturbing to the patient that 
administration of the drug must be discontinued. The latter 
are infrequent. Gastric distress and nausea may occur with 
This is minimized by taking the drug at 
Transient ner- 


the initial doses 
meal-times or with sodium bicarbonate. 
vousness., sleeplessness, and a feeling of unsteadiness are 
occasionally encountered during the first few days of treat 
ment but subside with continued use. Nystagmus develops 
in most patients taking phenytoin sodium ; this in itself is 
not serious and does not constitute a true toxic reaction 
When this is associated with diplopia and ataxia of gait and 
limbs, reduction of the dose is necessary. Usually, reducing 
the dose by 0.1 g. will alleviate these symptoms if they are 
mild. If they are more intense, cutting the dose in one 
half for three to five days will be necessary. When the 
symptoms have subsided. the dose can be slowly increased 
again to a level just below that at which toxic reactions pre 
viously occurred. 

Hypertrophy of the gums is a toxic effect uniquely seen 
with phenytoin sodium, It is distressing because of its 
cosmetic effects and its effect on dentition. It is primarily 
seen in children and young adults and does not occur in 
edentulous areas of the gums. It varies from slight puffiness 
and sponginess of the gums to hyperplasia that may com- 
pletely bury the teeth, It bears no relationship to dosage 
and is rarely seen in the first few months of treatment 
Good dental hygiene, with vigorous massage of the gums, 
should be practised by all patients taking phenytoin sodium 
as this seems to retard the process. When excessive Over- 
growth occur, surgical excision is indicated. Rarely will 
administration of the drug have to be discontinued because 
of this finding 

Hirsutism is occasionally encountered in children. In 
adolescent and pre-adolescent girls this is a disturbing symp 
tom and may necessitate withdrawal of the drug: however 
it is mild in most instances. Since it does not disappear 
with elimination of therapy, administration of the drug 
should not be discontinued unless this symptom is noted 
to be progressive 

Major allergic phenomena, such as fever, polyarthropathy. 
and skin eruptions, are rare, but they are causes for 
change in anticonvulsant medication when they occur. The 
skin eruptions seen with phenytoin sodium are otf two 
varieties. The first is an acute generalized morbilliform 
eruption with or without rise of temperature, usually occur 
ring about ten days to two weeks after treatment is begun 
Withdrawal of the drug results in complete alleviation o 
this toxic manifestation. The second type of eruption ts an 
exfoliative dermatitis, which may occur at any time in the 
Though retrial beginning with 


; 


course of the treatment. 
smaller doses and increasing by smaller increments may be 
attempted, the chances of success are remote It is best to 


employ one of the other anticonvulsants 
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Additional Drugs 
Many new compounds have been given a clinical trial in 


ecent years Some have been discarded because of lack of 


ticonvulsant activity or because of serious untoward side 


tlects A few of the new compounds, however, have 
yroved of value when used in combination with pheno 
varbitone or phenytoin sodium Ihe use of these com 


ndicated when an adequate trial of phenytoin 
phenobarbitone has failed Adequate trial 
mplies the 


with incr 


ounds Ss 


sodium and/or 


these administration of these in 


until the 


two drugs 


combination easing doses appearance ol 


intoward side-symptoms make further additions in dosage 
nadvisable. When control of seizures cannot be obtained 
vith maximum tolerated doses of phenobarbitone and 
shenytoin, one of the new compounds may be added, start 


increasing as indicated 
tolerated, although appar 
should not be abruptly dis 


ne with a small dose and gradually 
Administration of a 


ticonvulsant 


previous! 
tiv ineffective, ar 


continued, except in the rare instances of an acute allergic 


until a full dosage level of the newer drug has been 


eaction 


ttained In most instances, administration of the initia 


irugs will need to be continued In refractory cases a con 





vination of three or four drugs may be required 
Vet Wher nethoin is used as the sole anticonvu 
sant for adults, a dosage of 0.4 to | g. Is usually required 
Therapy is started with 0.1 g. of the drug three times a 
jay, and the dose is gradually increased by 0.1-g. increments 
it week intervals, When the drug is being added to an 
XIstin inticonvulsant regimen, 0.1 g. a day Is given initi 
lv, with 0.1 g. being added at weekly intervals. In children 
inder 6 years of age half doses are used SO me. three 
nes a da Drowsiness is a reguent side-effect witl 
ethoin, and te nits its use in full therapeutic doses 
Allergic skit uptions occur more often than with the use 
ph toin and necessitate withdrawal of the drug The 
ost serious toxic effect of methoin is a blood dyscrasia 
igranulocytosis Yancy topenia ind aplastic anaemia 
which mav be fata Though the highest incidence of this 
ood dyscrasia is during the first few months of treatment 
t cecur at ar time in the course of therap For 
his reason all patients taking this drug should be examined 
requent ind have a complete blood-cell count once a 
nonth throughout the period of treatment 
Vet iphenondarhvils d This is main! used Ss a suDSU 
te tor phenobarbitone In equivalent dosage its sedative 
effect s less than that « phenobarbitone, and it must be 
sed in higher dosages to match the anticonvulsant action 
phenobarbitone It is therefore employed in double the 
ybarbitone dosage ts side-effects ave similar 
Prinudom The sta dose of primidone is 0.25 
la increasing ) g. increments at weekly intervals 
der to achieve therapeutic effectiveness, 0.75 to 1.5 g 
J Ss usually required In children one-half the adult 
Jose sed Drowsiness, nause vomiting, dizziness, and 
itax xic manifestations In most patients these 
pt subsid vith regulation of the dosage. but on 
ccasion withdrawal is necessary. In most instances prin 
fone cannot be give t irge enough amount to achieve 
j t vit it indesirable side-effect C onse 
juer t ¢ be used by itself but must be com 
i with ott lrugs. us phenytoin sodium 
{ ymricle Diamox ") The use of carbonic anhyd 
C nit iS anticonvulsant agents iS relatively recent 
dd to int ting brain carbonic anhydrase. aceta 
iT } nas ic ying ind deh drating properties iz 
whict | these pr rties it MNticonvulsant action can fF 
t ited unk wn Reports concerning the use ol 
cetazolamide ar tew and vary as to the seizure types 
ffected. In adults the starting dose is 0.25 g. three times 
la with gradual increase by 0.25-g. increments up to 1 g 
ge doses may produce drowsiness and paraesthesia in the 
ace and limbs These symptoms disappear with reducti 
losage I ated instances of agranulocyt thromb« 
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cytopenia, and renal lesions, some fatal, have been reported 
during the short time this drug has been in use. 
Phenacemide is of ex 


Phenacemide (“° Phenurone”) 


tremely limited use because of its serious toxic effect It 
may be tried as a last resort in patients with severe and 
frequent psychomotor seizures in whom seizure control can 
not be obtained with other drugs. In adults the starting 
three times a day Its therapeutic dosage 
range is 2 to 3 g. a day. In children half doses are used 

three times a day. Phenacemide may produce serious 
toxic reactions, including personality disturbances with psy 
toxic hepatitis, and blood dyscrasias 


dose is 0.5 g 


0.25 g 


chotic manifestations 
Some of these reactions may be irreversible and fatal ; hence 
care must be during use of the drug 
Patients taking phenacemide should be examined frequently 
ind have counts and liver-function 
Use of the drug is contraindicated in patients with a history 
Other toxic pheno 


utmost exercised 


periodic blood tests 


ot previous psychoses or liver disease 
mena seen with phenacemide include nausea, vomiting, skit 
eruption, and drowsiness In some instances these may be 
illeviated by adjustment of dosage, but may also be severe 
enough to require withdrawal of the drug 

Combinations of one of the hydan 
ind barbiturates (with or without a stimulant to inhibit 
sedation) have been made available for 
tion of these drugs Their use is exceedingly limited unde 
the programme of drug administration as outlined previously 
because the dosage of one cannot be adjusted without affect 
ing the other They can be used in the rare instances where 
1 patient's condition has been stabilized on a combination 


Combined Drugs 
LOINnsS 


ease of administra 


of drugs, and the individual dosages fortuitously correspond 
to the fixed ratio of dosage in the combination 
of hydantoin and barbiturate combined 
methamphetamine) as provided by three such combinations 
ire detailed as follows 1) phenytoin sodium, 60 meg.. 
methylphenobarbitone 90 mg.: (2) phenytoin sodium, 100 
and methamphetamine hydro 
methoin, 100 meg.. and 


The dosages 


(also with added 


and 


ne 


chloride. 


harbitone 


phenobarbitone, 30 mg.., 
ind (3) 


0.25 mg pheno 


20 meg 
Petit-mal Epilepsy 
For success in the treatment of petit mal it is importan 
this other minor seizure types 
adherence to the described by D1 
661) and electroencephalographic confirmation 
The drugs commonly the treatment 


to distinguish seizure trom 


Rigid 
Williams (p 


characteristics 


ire necessary used for 


of petit-mal seizures are derivatives of oxazoledine and suc 


cinimide. -These drugs are not effective against other types 
of seizures and are thought by some to precipitate majoi 
seizure phenomena When petit mal coexists with other 


Seizure types, adequate therapeutic doses of phenobarbitone 
and phenytoin sodium are indicated as well 
The 


idolescents and adults 


dosage is 0.3 g 


Gradual in 


Troxidone (* Tridione ™) starting 
three times a day for 
creases in dosage are carried out until therapeutic effect ts 
daily. In children 
three times is the initia 
dosage The limiting minor side 
reactions seen with troxidone are photophobia, drowsiness 
[he photophobia disappear with con 
tinued therapy or be controlled by the use of dark glasses 
are self-limited, and spontaneously 
Toxic dermatitis occurs with 
morbilliform or 


usually between 1.5 and 2.7 eg 


ears 0.15 zg 


obtained 


under two or a day 


with increments of 0.15 g 
ma\ 


and nausea 


Drowsiness and nausea 
remit with continued therapy 
and is ot the 


some frequency urticaria 
variety Ihe drug should be withdrawn immediately wher 
rash appears, but it may be tried again, beginning with 
smaller doses and increasing by smaller increments at 4 
slower rate. The serious toxic reactions seen with troxidone 

iplastic anaemia, agranulocytosis, and nephrosis A 


number of fatalities due to these complications have 9c 
curred ; therefore it is necessary that all patients taking this 
examined frequently and that monthly 
Transitory decreases in the per 
leucocytes without an abso 


lrug be blood-cel 


counts be performed 


polymorphonucleat 


in total leucocytes may occur during treatment 


centage ol 


lute decrease 
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with troxidone This does not necessitate withdrawal of 
the drug but requires added caution and more frequent 
blood-cell counts. The appearance of signs of kidney dys 
unction requires immediate withdrawal of the drug 

Paradione’’).-Paramethadione is a 


Its dosage schedule and toxi- 


Paramethadione 
close analogue of troxidone 
city are similar Toxic manifestations are less trequent 
ind intolerance to troxidone does not necessarily mean in 
tolerance to paramethadione. Its use is indicated in those 
patients with petit-mal seizures who are refractory to treat 
nent or develop toxic reactions to troxidone, Occasionally 
the combination of both drugs gives better results than 
either one alone The same precautions that were detailed 
for troxidone apply to the use of paramethadione 
Milontin’’).--This is indicated for the 
treatment of petit mal when troxidone and paramethadione 


Phensuximide ¢ 


idministered either alone or in combination, have proved 
neffective The starting dose is 0.5 g. three times a day 
with gradual increases of 0.5 g. Therapeutic effect ts usually 


ybtained in the range of 


to 3g. a day. The limiting side 


vomiting. dizziness, drowsiness, and 
These disappear with adjustment otf 


Transient microscopic 


effects are nause: 
lreamlike states 
dosage or withdrawal of the drug 
waematuria has been reported during its administration, but 
ll investigations are not in agreement regarding occurrence 
significance It would seem wise to do urinalyses and 
vyood-cell counts at stated intervals for patients receiving 


ods until more ts known about its toxtc 


the drug for long pe 


inifestations 


Causes of Failures of Therapy 


Ihe success in the use of anticonvulsant drugs is related to 


he degree of skill used by the physician in administering 
he available drugs, Failure to obtain the optimum results 

therapy, are related to a number of factors failure to 
ecognize a progressive neurological disease, particularly 


rain tumours ; failure to use proper drugs ; failure to ad 


linister proper dosage ; premature withdrawal of drugs ; 
requent shifting of drugs; poor indoctrination of patient 
n regard to the therapy ; and lack of recognition of social 


nd economic needs of patient 


I related to fathure to 


The largest number of ftathures are 
dminister the proper amount of the drug and fatlure to use 
two or more drugs in combination There ts no estab 
shed dosage of any of the anticonvulsant drugs. The guid 
ng rule should be to start with a small or moderate dose of 
the drug which is considered to be suitable tor the patient, 
vith gradual increase of dosage at suitable intervals until 
the seizures are controlled or the appearance of minor toxXtc 


symptoms make further additions inadvisable. If serious toxic 


mptoms develop, the drug should be withdrawn and 
inother substituted. If the drug used initially is well toler 
ted but is not capable of controlling the seizures, another 
compound should be added. Usually large doses of eacl 


lrue are needed when two or more drugs are used 


Success of Anticonyulsant Therapy 


Ihe results of treatment in 319 cases of epilepsy were 
ontrolled, 154 (48"..) mproved, 118 (37°); and uncon 
rolled, 47 (15°.,) (Yahr et al., 1952 These results are good 
vhen compared with those which could be obtained 25 years 
igo, but the ire still inadequate New compounds are 
Ning tested regularly. and it is quite probable that a morc 
ffective therapy will be available in the near future 

Ihe question arises of when it is advisable to withdraw 
nedication in patients who have been under therapy and 
wave had no seizures for many months or years, Some 
hildren and voung adults may have a few seizures in the 
aurse of a vear or two and then have a complete remission 
Spontaneous remissions may also occur in patients who have 
iad seizures for many ears It is also possible that 
emission may be induced by the treatment It is our rule 
0 administer anticonvulsants to patients with any type o 


seizure except petit mal for period of at least three years 
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after all seizures have disappeared, At this time the dose 
of the drug can be reduced every four to six months by 
one-third to one-fifth of the amount required to control the 
seizures If seizures recur the drug should be readminis- 
tered in full dosage The results (see Table) obtained in 


Results of Reduction and Elimination of Medication in Various 
Types of Seizures 


Seizure-Free Recurrences 


Total - 
No. Off Medi- On Reduced Off Medi- On Reduced 
cation Dosage cation Dosage 
Petit mal 14 12 2 
Grand mal and other 71 17 19 ) x0 


the attempt to discontinue anticonvulsant therapy in patients 
who had been seizure-free for a prolonged period have been 
disappointing, except for those with petit mal attacks (Yahr 


ind Merritt, 1956) 
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PITFALLS AND SUCCESS IN SURGICAL 
TREATMENT OF FOCAL EPILEPSY* 


WILDER PENFIELD, O.M., M.D., D.Sc... F.R.S. 
Director, Montreal Neurological Institute 

From the Department of Neurology and Neurosurgery) 

McGill University and the Montreal Neurological Institute 


In the earliest days of the specialty of neurosurgery, ex- 
cision of cortex was tmed, but soon fell into disrepute. 
as a method of treating epileptic seizures Recently. 
however, the method has slowly returned to respect- 
ability, thanks to growing understanding and _ bette: 
methods 

In 1922 | began to make brain wounds experimentally 
ind to study the healing process. In 1927 I operated for 
the first time (one case) to remove an area of scarred 
brain, in the hope of curing the patient of his “ traumatic 
epilepsy That was in the Presbyterian Hospital, New 
York City Rumour reached me then that Otfried 
Foerster was operating on such patients in Breslau. So 
I spent six months in his clinic in 1928 Here was 
something better than the useless methods in vogue at 
the time, covering the scars with various substances 
Fortunately for me, his surgical specimens had not vet 
been, studied, and so I set to work to cut microscopical 
sections of the material he had removed radically from 
He allowed me to join 
him in the publication of those first cases (Foerster and 
Penfield, 1930a, 1930b). On leaving Germany I made 
my home in Montreal, and have since spent an increas- 


the brain of some 12 sufferers 


ing amount of time in operating-room and laboratory. 
working on this problem 

Clinical electroencephalography made its appearance 
about 1936, after the pioneer observations of Berge 
Adrian, and others This served to enlarge the field. 
and, slowly by means of medical team-work, a rational 
system of radical therapy has come into existence, re- 
placing the previous hit-or-miss surgical procedures 

lo d iv. MV associate Theodore Rasmussen and l have 
splendid help and guidance in electroencephalography 


*Read te the Section of Neurology at the Annual Meeting o 
he British Medical Association, Newcastle upon Tyne, 1987 
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rom Herbert Jasper, in neuroradiology from Donald 
NicRae, and in neurology and medical therapy from 
Francis McNaughton and many other neurologists 
Brain wounds and tumours now constitute a small 
Atrophied 
convolutions in the cerebral cortex, resulting from a 


proportion of the lesions to be excised 


irge variety of causes, are more frequent and have 
proved to be more favourable to success 

[he days of “ idiopathic and “cryptogenic” epi- 
lepsy are passing and temporal-lobe epilepsy forms the 
irgest single group among what Kinnier Wilson called 
the epilepsies 

It is not my purpose to make an accounting of the 
esults of surgical therapy. I have done this, in the past, 
yn three successive occasions for cases from the Montreal 
Neurological Institute, with follow-up analyses The 
ist survey was made with the help of Kenneth Paine 
Penfield and Paine, 1955) and described the results in 
234 cases operated upon during a five-year period 
Patients whose seizures were due to brain tumour were 
ot included In general it may be said that, in that 
series, the attacks were stopped in 41 of the cases, 
ind the result was regarded as satisfactory in an addi- 
tional 35 The case mortality has remained in the 
icinity of 1.5 in the total series of 470 patients that 

een analysed 
My purpose here ts to deal. somewhat at random, with 


tne pil 


alls that wait for neurosurgeons in this field 
Most neurosurgeons have learned to live dangerously 
[hey seem to like it But the surgery of atrophic 
epileptogenic lesions has a special set of hazards that 


might merit discussion 


1. Adhesions 


( of t conception simple dhesion 
€ C d ind chnoid are not to be considered a cause 
seizures unless the cortex h been lacerated so that 
} il teries ente e brain, through the idhesions. t 
t ntracerebral arteries Nevertheless 
must be our a to decrease post-operative adhesions 
nuc i pos C la proced s more 
carried ot Furthermore, the methods of avoiding 
dhesion format | iS One can tell ic ilso. the 
nethods of pre n oedem conditi to whicl 
] fe : 
| } l i xposed fe ny length of 
tin t becomes injected. with the rapid appearance of small 
ew vessels, and adhesions will form even if the surface | 
kept moist with t st perfectly balanced irrigation fluid 
of the Ringer-Locke variety. To avoid this injection the 
urtac hould | C ce vith an inert impermeable me 
I ch as plhiof s soon as the dur turned back 
I x posed ec My own conclusion ts th 
t [ beck flamed as the ult of an exchange 
betwee brain la that can occur through fluid but not 
t J t n in though the excl r 
wel ol The ot s injection of the pia disappea 
4 n few nut fter jf f laid upon it. if itt 
+ | ; , 
2. Post-operative Neuroparalytic Oedema 
1) ! k i t there nN 
, il I listurt C of t t n that cl 
aximt / f f d | t t of 
of the f ' pt I jac t 
lf I ! t ! 1 di 
I 
/ ' ad tr ' 
‘ ( ¢ it ? 
f proj ried out 1 prod ful 
‘ und | 
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Statement is borne out by the fact that when the dura 
remains closed. except Over the area to be excised the 
symptoms may not appear at all unless there is a_ post 
operative blood clot 


In cases of secondary excision, carried out some 


years 
ilter a first excision there are ipt to be troublesome 
adhesions between the dura and pia-arachnoid Conse 


quently we have sometimes substituted electrical stimulation 
of the cortex through the unopened dura for the purposes 
of localization The electrocorticogram was also carried 
out, in part at least, upon the outer surface of the dura If 
the dura was then opened only in the area required for the 
cortical excision, the post-operative course usually proved 
to be remarkably smooth 

It has been a habit to attribute the paralytic and irritative 
symptoms to oedema of the brain. But it is probably more 
accurate to attribute both the symptoms and the oedema to 


t common cause such as circulatory change in the remain 


ing cortex or to alterations of ganglion-cell chemistry 
produced directly during the brain exposure 

We may call the change in the brain neuroparalytic 
oedema Ihe paralytic effect ts usually most marked in 
the immediate vicinity of the cortical excision Thus one 
may expect transient loss of cortical sensibility in the arm 
following removal of parietal convolutions just posterior to 
the post-central gyrus. and paralysis or paresis of the 
contralateral arm if the excision was located near the pre 


central gyrus. When the anterior portion of one temporal 


lobe is excised there ts usually transient weakness of move 
nent of the opposite side of the face 

If the temporal excision is carried out on the dominant 
hemisphere there may well be aphasia which develops about 
the second day and continues for two or three weeks This 
is no doubt due to exposure of Broca’s frontal convolution 
ibove the fissure of Sylvius. or of the posterior speech 
irea in the temporal lobe behind the frontier of removal 
Since these excisions are carried out under local analgesia 
it os possible to demonstrate, immediately after excision 
that these functional defects have not vet made _ their 
ppearance 

On the other hand, there may be an irritative effect as well 
iS a paralytic one | have no idea what the cause of the 
appearance of these local seizures may be. We call them 
neighbourhood seizures and expect them perhaps once in 
five operations They stop, after some increase in_ the 
phenobarbitone administration, in a few days They some- 


times make their ippearance just before the paresis. affect 


On the other hand, if seizures that are of the same 
character as before operation persist in this post-operative 
period, and if the initial phenomenon of these seizures seems 

» the patient to be the same as the onset of his habitual 
ttacks, the surgeon must assume that he has failed in his 
ittempt In most such cases it is best to reopen the 
otomy and make further excision with the help of 
lectrocorticography and the safeguard of electrical stim 
tior The earlier such a reopening ts carried out the easiel 


nt ft 


t i Afte the third post-ope! itive week bleeding ts i] 


troublesome during the reopening 


3. Aseptic Meningitis 


normally ft 


C raniotomies, Uk other operations ine 
ed by elevation of the patient’s temperature for a few 


lavs 1 will not discuss this reaction 


However, long-continued temperature clevation§ [é 
1 of weeks eans something more. and the surgeor 


ks of infection or aseptic meningiti rhis latter condi 


n nuch mo Irequent ifter cortical excision of a 
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lhe cause of aseptic meningitis seems to be the entrance 
into the subarachnoid spaces of a product derived from 
blood that has clotted in the wound, and particularly if there 
is communication of fluid to the wound cavities outside the 
dura According to the work of Ira Jackson (1949) at the 
Montreal Neurological Institute, the irritant substance is 
derived from haematin. He therefore suggested the name 

aseptic haemogenic meningitis.” 

rhe signs and symptoms of the condition are as follows 
headache, stiff neck, high fever usually at a maintained 
height, but sometimes showing daily drops in the elevation. 
Lumbar puncture reveals cerebrospinal fluid of ambe 
colour, containing leucocytes, which may be increased to 
several hundred in the early stages. The pressure of spinal 
fluid is not greatly raised The important feature in the 
identification of aseptic meningitis is that the spinal-fluid 
pressure ts lower than it is in bacterial meningitis. The 
pressure, with the patient in the horizontal position, rarely 
rises above 250 mm. of water 

In order to prevent this reactive meningitis it has been 
my practice, at the time of operation, to close the ventricle 
if it has been opened. This can be done with two or three 
sutures of silk, placed in the ependyma, on either side of the 
opening, and tied very loosely over a square of “ gellfoam.” 

When aseptic meningitis persists for a period of more than 
two or three weeks it may be wise to reopen the wound and 
close any fistula that may be present in dura or in ventricular 
wall. This usually puts an end to this exasperating compli- 
cation quickly. In the operation of hemispherectomy, which 
| prefer to call hemicorticectomy, aseptic meningitis is a 


common complication 


4. The Lesion Left by Excision 

If a surgeon who makes a removal were always to leave 
behind him a new cause of seizures, a new focus of epileptic 
discharge. the patient would have gained little by passing 
through this operative ordeal The method of excision is 
therefore of great importance 

But first a word about the nature of an epileptogenic 
lesion: seizures of this type are not produced by scars. 
tumours, or cysts, nor by anything else that is extracerebral 
The lesion that is epileptogenic consists of an abnormal area 
of living brain. In my experience the focus of discharge is 
always an area or zone of grey matter that has been altered 
by some pathological influence. It is seen, on inspection o1 
during removal, to be more or less atrophic. But not all 
And therein 
lies a strange secret The injured grey matter that is to 


atrophic areas produce seizures ; far from it 


become the chronic cause of seizures passes through a 
mysterious ripening process” that requires months of 
years (Penfield. 1956) 

The surgeon's problem is to remove the convolutions of 
the cortex without interrupting the circulation of the 
remaining convolutions. If he succeeds he does not produce 
a new epileptogenic lesion The grey matter is thus left 
covered with pia. The white matter is left uncovered ; but 
seizure discharge does not begin in white matter, and 
Huchlings Jackson's surmise in this regard has been amply 
verified. It is our custom to remove convolutions subpially. 
is first practised by Horsley, and not by cutting out 
rectangular blocks of tissue 

That the operative wound does not often ripen into a new 
epileptogenic lesion is borne out by the fact that when our 
patients are assessed for freedom from seizures in the first. 
the fifth. or the tenth years after operation, for example. 
the proportion of patients free of attacks does not decline 


our partial failures must be 


On the other hand, many o 
due to the fact that we fail to remove all of the epileptogenic 
grey matte Sometimes, of course, complete removal ts 
not possible. owing to multiplicity of foci or because the 
function of the area to be removed is too precious. More 
often. no doubt, the fault lies in the surgeon’s ignorance ot 
his desire to be done with a long operation. The removal 
of objectively normal convolutions is therapeutically useless 
ind craniotomy. when no removal is made, has not been 
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followed by success (with the exception of one case in 
65 negative explorations derived from the total series 
Case M.G.). 

Herein is to be found the surgeon’s major dilemma. He 
knows full well that he may fall into the pitfall of in- 
complete removal at any operation. Reliable pre-operative 
electroencephalographic study will keep him from operating 
on any patient whose focus of epileptic discharge lies in the 
brain stem, since conduction of rhythm potentials outward 
bilaterally along the centrencephalic system produces an 
easily recognized bilateral electrographic indication of 
central origin. 

The surgeon's guide is, first, the clinical pattern of the 
seizures ; secondly, the gross appearance of the brain ; and, 
thirdly, the electrocorticogram. He usually orients himself 
by gentle electrical stimulation of cortex, and he may gain 
added help if he happens to reproduce the initial phenom- 
enon in the patient’s habitual seizure. He must discover 
atrophic tough gyri. They are usually narrow and slightly 
yellow. The removal of objectively normal gyri is useless, 
although it may be necessary, on occasion, to reach buried 
abnormal convolutions. 


5. Incomplete Removal 


When the surgeon has made his first excision, a second 
electrocorticogram may show increased activity of “ spike ” 
discharges in neighbouring abnormal gyri, and so he removes 
more, cautiously, with the help of his long-suffering partner 
the electroencephalographer. At last he may hear the 
welcome words “all clear, no spikes,” and occasionally no 
slow waves that might point to injury or impaired 
circulation 

Sometimes the first post-operative electrogram, when off 
medication two weeks after operation, is nearly normal 
Sometimes a patient who has been free of attacks may 
eventually come to have an electroencephalogram that is 
completely normal, in spite of. or rather I should say 
because of, the surgical removal 


6. Hemiplegia due to Interference with Lenticulostriate 
Arteries 


This is a complication that we have encountered only in 
recent years after developing the surgery of temporal-lobe 
epilepsy The anterior temporal lobe may be removed 
together with the uncus and hippocampal formation with 
impunity so long as the surgeon keeps the sucker, with which 
he makes these deep removals. within the pia that covers the 
mesial surface of the temporal lobe 

However. when further abnormal epileptogenic cortex is 
found to be present across the fissure of Sylvius (that is to 
say. within the insula or in the frontal and parietal opercula) 
removal brings a threat of sudden hemiplegia or hemiparesis 
With the paralysis comes complete contralateral hemianopsia 
instead of the usual upper quadrantic hemianopsia that is 
apt to be associated with a generous anterior temporal 
lobectomy 

This is the most unsuspected pitfall of all. It is because 
| have fallen into it that I thought best to make this report. 
as a warning to my neurosurgical colleagues. My associate 
Richard Lende and I have collected and are analysing these 
cases in preparation for publication 

Our conclusion is that sudden paralysis may occur while 
grey matter is being removed from beneath the branching 
middle cerebral artery as it passes upward and outward over 
the insula and over the superior opercula. It seems most 
likely that some pulling or handling of the artery may cause 
occlusion of the perforating vessels that enter the perforated 
space which is situated just beyond. We have never seen 
objective evidence of vascular spasm, nor has there been 
uncontrolled haemorrhage. No ligations were made of these 
arteries. nor has the removal gone too deep so as to reach 
the capsule 

he warning is as follows: beware of badly scarred brain 
when it lies above the fissure of Sylvius; beware as you 
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Some of the 
eight patients who have had this complication in my hands 

, almost completely All but three, or 
perhaps four, are better off in a general way than before 
Nevertheless. it is well to recognize that this is 


ipproach the anterior perforated space 


lave recovered 


yperation 
the most dangerous of all areas for cortical removal 

In conclusion, this whole field of surgical therapy is open 
ng slowly The patients who are to be admitted to it are 
only those whose attacks ure not controlled by the best 
nedical therapy. But there are others, too, whose abnormal 
behaviour seems to depend upon the medication or upon the 
continuous effect of subictal discharge 

This is a field of therapy for epilepsy in which medical 
team-work is a prerequisite to success. And I can testify to 
the fact that there is no other field of medicine in which the 
gratitude of patients is more profound when success does 


crown the common effort 
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EPILEPSY AS A SOCIAL PROBLEM* 


RY 


LORD COHEN OF BIRKENHEAD, 
LL.D., F.R.C.P., F.A.C.P. 
Professor of Medicine, University of Liverpool : Senior 
Physician, Roval Infirmary, Liverpool! 


M.D.. D.Sc. 


Recent years have witnessed dramatic advances in the 
diagnosis and treatment of the individual epileptic, and 
these have been vividly presented in the four masterly 
papers of this symposium. The social aspects of epilepsy 
are less spectacular than the clinical, and for this reason 
they have in the past been generally neglected, but in- 
terest in them has been initiated or reawakened and 
developed by the publication of the Report of the Sub 
committee on the Medical Care of Epileptics GH.M.S.O 
1956), which discusses not only the appropriate arrange 
ments in the National Health Service for the full diag- 
nosis, treatment, and continued medical care of the epi- 
leptic, but also how he can play a useful and satisfying 
part in the community in which he lives, and what pro- 
vision society now makes. and in the future should 
make, to enable and encourage the epileptic to lead as 
normal a personal, family, and social life as possible 

This presents a major problem. The incidence of epi- 
lepsy is between 2 and 4 per 1,000 of the population, 
so that in Great Britain there are between 100,000 and 
200,000 epileptics The label “ epilepsy embraces a 
wide range of disability, and covers fits varying widely 
n frequency, severity, and type in different patients and 
it different times in the same patient 

At one end of the scale is the epileptic with a history 


of infrequent attacks in the past, now free fron 
attacks or with an occasional fit at long intervals, wit 
or without treatment. In this group no special manage 


ment is called for except periodic medical supervision 
ind ensuring that the patients do not place their own or 
the public's lives in jeopardy if a fit occurs, so that, for 
example, the job of an engine-driver is barred 

At the other end of the scale .we have the epileptic 


with (a) crippling motor disabilities, including paralysis 


*Read t e * on of Neurolo he Annual Meeting of 
he British Med LA New ipon Tyr 1987 
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and involuntary movements, and/or (+) severe mental 
changes—-dementia, depression, hallucinations, confu- 
sion, severe behaviour disorders, etc. In both these 
groups, although treatment must be directed to the 
accompanying fits, the major problems in management 
are itkely to be those presented by the associated dis 
orders, and in the vast majority of victims these are so 
severe that no social rehabilitation is possible. 

There is one group of epileptics who have too often 
in the past been regarded as unemployable—namely. 
those who suffer from frequent daily major fits, often 
without warning, which appear to resist medical control 
Experience shows that a large percentage of these bene- 
fit greatly from a full review —physical, psychological. 
and social, from standardization of treatment unde 
expert supervision in a long-stay hospital, and from 
team-work in finding suitable employment 

The most pressing task of those who seek to ameli- 
orate the lot of the epileptic is educational. The public 
have long cherished the belief that epilepsy is synony- 
mous with mental deficiency and uncontrollable 
criminal impulses (a view fostered by some of our col- 
leagues in criminal trials), and the epileptic is thus too 
often treated as a pariah If progress is to be made 
these beliefs must be dispelled They are the greatest 
obstacle to rehabilitation The community must learn 
that 80°. of epileptics (including those whose epilepsy 
follows a brain operation or injury) can, with appro 
priate care and encouragement, lead a normal life 

It is perhaps simplest to consider how this is to be 
ichieved by discussing the problems which arise at 


different stages of life 


The Infant and Child Before School Age 


[his is the time at which the doctor (helped by the health 
isitor) can best explain to the parents the nature and in 
plications of the child's attacks, and so restore a balanced 
outlook It should be emphasized that not every fit in 
childhood means lifelong epilepsy: 75 of children wh« 
have had fits lose them in adult life. Moreover, even if the 
not be of serious or crippling import 
nor permanently incurable. The parents must not be over 
anxious and full of the darkest forebodings, for this ts 
certain to react on the child and make hiny feel different 
from other children Again, parents must not be over 


protective Calculated risks must be accepted. but ever 


epilepsy persists it may 


precaution should be taken against avoidable accidents 
For example, in the home fireguards should be used 
sharp-edged and cornered furniture should so far as is 
ivoided : pans on a stove should have thei: 
handles pointing inward; teapots should be placed on the 


centre of the table : tablecloths should not be used or should 


possi ble be 


be fixed 
Another unhappy outcome of the general ignorance and 
nisrepresentation about epilepsy is the sense of guilt which 
it kindles in the parents, and which unless they are reassured 
nay lead through mutual reproach to domestic strife, which 
icts adversely on the child Among the factors which 


nay be wrongly regarded by the parents as having caused 


pilepsy in their child are the use of contraceptives and 
ibortifacients, the practice of masturbation in pre-marital 
life. intercourse after over-indulgence in alcohol, and past 
venereal infection 
If at this age period there is need for medical care, this ts 
idily available in most areas through the general practi 


W here 
embarrassment (for example, illegitimacy) 
( that the child should be found a home 
the children’s officer of local health and welfare authorities 
may be profitably consulted, and in this field voluntary 
most active and helpful for example, the Invalid 


tioners and hospitals in the National Health Service 
poverty oF social 


ders it necessary 


bodies at 
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Children’s Aid Association or, if the child is mentally 
deficient, the National Association for Mental Health 


School Age 

The problems of the epileptic child at school age are of 
fundamental importance to his future 

The Education Act (1944), Section 8 (2) places upon every 
local education authority the duty of securing that provision 
is made for pupils suffering from any disability of mind or 
body by providing, either in special schools or otherwise, 
special educational treatment. Section 33 gave the Minister 
of Education the duty of making regulations defining several 
categories for which special provision should be made, and 
epilepsy was one of the categories so defined: but the 
egulations (1945) implied that epileptic children could not 
be educated in any ordinary school This view was. how- 
ever. modified by the School Health Service and Handi- 
capped Pupils Regulation, 1953, which defined epileptic 
pupils as those “who by reason of epilepsy cannot be 
educated under the normal régime of ordinary schools with 
out detriment to themselves or other pupils.” 

Experience shows that under the right conditions 80°, of 
epileptic children can he educated in ordinary schools. For 
1 variety of reasons which impair seriously the child’s learn 
ing ability, or may impede the progress of the other pupils 
in the class, about 20°, need special educational facilities 
These reasons include mental backwardness. behaviour 
problems, motor disabilities. frequency of fits, incontinence 
of urine and faeces, and post-epileptic automatism. If there 
is doubt about the suitability of the epileptic child for an 
rdinary school education, a “ trial” term might be given 

It is imperative that the child’s teacher and classmates 
should know of the epileptic propensity and what might 
happen in a fit. otherwise all are alarmed and some mav be 
terrified by the unexpected attack. Experience shows that if 
they are forewarned nothing untoward ensues 

There should be no restrictions on the child's work at 
school and he should be allowed to sit for examinations un 
less it be found that excitement precipitates an attack. He 
should certainly take part in games, otherwise he feels 
frustrated and may become unduly timid or apathetic. Foot 
ball, tennis, lacrosse. hockey. basket-ball, bathing (under 
supervision), and a host of games and physical exercises can 
be indulged in without undue risk, but in the gymnasium any 
eat, such as climbing ladders or ropes, which if unconscious 
less supervenes may result in a fall from a height, should 
Unless there has been a long period of freedom 
++ 


be avoided 
om fits (not less than three years) cycling should be 
prohibited 

Most Special! schools tor eptleptics are residential and are 
ocated in epileptic colonies. This is an advantage because 
t provides the opportunity for continuous medical super 
vision. But the school should be separated from the rest 
of the colony and especially from the proximity of deterio- 
rated adults, lest the parents and the more discerning child 
receive a misleading impression of the likely future 


University Education 
It is estimated that about 10°. of epileptics are intellectu- 
illy above the average and that many of these could with 
profit to themselves read for a degree It must, however, be 
emembered that in certain professions the epileptic faces 


serious hazards for himself and others--for example, in 


science and technology. where chemicals, instruments, and 
nachinery may present great risks : in the clinical practice of 
medicine and nursing : and in teaching. There are, however 
nany suitable jobs which may be taken up after qualification 
for example, administrative, domestic and social science 
Imoning, librarianship. etc The difficulty lies in being 
selected for such a job in competition with others if the 


ipplicant is Known to be an epileptic 

Employment and the Epileptic 
On leaving school the epileptic should be fully assc ssed 
n respect both of his suitability for a particular job and of 
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jobs suitable for his particular ability and gifts. Sometimes 
all that is needed is simple advice about the hazards ot 
certain occupations which must be avoided. In most cases. 
however, resettlement in the community demands the com- 
bined knowledge. experience, and efforts of the family 
doctor and specialists, local welfare and health officers. 
youth employment officers, disablement resettlement officers 
(D.R.O.), almoners, and others. The committee to which 
| earlier referred suggested for this purpose hospital resettle- 
ment clinics, where all concerned with the patient could con- 
tribute to his assessment and give advice in respect of his 
employment based on his intelligence and ability; on the 
nature, time of occurrence, frequency, and severity of the 
fits ; on the effects of treatment on the fits, on intelligence, 
speed of movement, and reaction-time ; on personality, and 
any other relevant individual factors. 

The beneficial effects of a suitable occupation cannot be 


over-emphasized. The unemployed epileptic tends to 
become depressed. morose, apathetic, and sometimes aggres- 
sive. Work, especially if it brings economic security 


provides not only an interest but instils a desirable sense 
of independence and a responsibility which favours and 
facilitates proper social adjustment. 

Excellent Notes for Guidance on the Employment of 
Epileptics were issued by the Ministry of Labour and 
National Service in July, 1953, and these should be con- 
sulted by all interested, but there are a few general points 
to which attention should be drawn 

Certain occupations are unduly hazardous for the epileptic : 
these include any associated with fire, water, vats, ladders 
(for example, painting, window-cleaning), machinery, motor- 


The general test should be—are serious hazards 
) 


driving, etc 
likely to be met if there is sudden loss of consciousness 

In seeking a job the epileptic should be completely frank 
with his potential employer and, if he is given the job, with 
his fellow workmen. He should conceal nothing and invite 
no undue solicitude, but he will usually gain the sympathy 
and help of his workmates. This is especially true if he ts 
one of a gang, and the work of the group is interrupted if 
he has a fit. If the possibility is Known it ts likely to evoke 
a warm-hearted response 

One of the difficulties in finding suitabie employment 
away from home is lodgings. Incontinence leading to soiled 
bedclothes, especially if not infrequent, may be too great 
i burden for any landlady. Yet no attacks may occur during 
the day, and the job might make all the difference between 
successful readjustment and relapse. Again, if the patient 
has been in hospital or in a colony for some time the difficul 
ties of readjustment to a normal life may lead to a temporary 
worsening of the epilepsy. For these patients it should be 
possible to make special arrangements. During a “trial ~ 
period of employment. before full adjustment has been made 
to an independent life and whilst there is still need for con- 
tinued medical supervision, hostel accommodation might be 
associated with hospital or colony. For those working in 
towns, hostels might be provided by local welfare authorities 

Employers may fear that epileptic employees expose them 
to special legal liability in the case of accidents at work. 
but provided the employer takes reasonable precautions there 
is no specific liability and the National Insurance (Industrial 
Injuries) Act, 1946, covers epileptics in the same way as 
other workers 

Superannuation schemes should not prejudice the employ 
ment of the disabled. The Civil Service and local authori- 
ties already operate their superannuation schemes so that 
there is no deterrent to the employment of the epileptic, and, 
as the Report of the Committee of Inquiry on The Rehabil 
tation, Training, and Resettlement of Disabled Persons 
(H.M.S.O.. 1956) (Appendix H) suggests, similar arrange 
ments should be possible in private companies 

In finding a suitable job, it is to the epileptics’ advantage 
to register under the Disabled Persons (Employment) Act, 
1944. They will then benefit from services provided by the 
Ministry of Labour and National Service. so long as they 


satisfy the conditions of eligibility laid down in the Act 
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namely, that the disabled person must be capable of some 
form of remunerative employment (ordinary or sheltered) or 
work on his own account, but because of his disability is 
substantially handicapped in obtaining or keeping employ 
ment, or in undertaking work on his own account of a kind 
which, apart from his disability, would be suited to his age. 
experience, and qualifications The disablement resettle 
ment officer will help in finding him a job. He should 
never be defeatist, for a sympathetic approach to an 
employer which takes into account the individual problems 
and potentialities of the epileptic is so often rewarding 

In suitable cases epileptics may be given a course of 
vocational training at one of the industrial rehabilitation 
units. Within six months of leaving one of these units 84 
of epileptics were gainfully employed 

There remains a small residue of epileptics who cannot be 
placed in the open labour market. For these the alternatives 
ire employment in a Remploy factory or sheltered work- 
admission to a colony 


shop, home employment, o 


Epileptic Colonies 
The colonies were founded between 1888 and 1906. The 
name “colony indicated their aim-——to provide a perma 
nent shelter or retreat for the epileptic in which each mem- 
ber contributed according to his ability to the needs of the 
colony in which he lived 


There is general agreement that this “ custodial ™ duty, 


which in the past the colonies have regarded as their prime 
function, should be replaced by that of “ rehabilitation,” of 
helping the epileptic to return to a useful and satisfying life 
amongst his fellows, and to cope with employment outside 
the institution Moreover, by close association with the 
various branches of the hospital service the colonies may 
well make an important contribution to the long-term 


standardization of the medical control of the fits 


Epilepsy and Marriage 

Amongst the questions most frequently raised in regard 
to epilepsy are the suitability of the epileptic for marriage 
the effect of marriage on epilepsy. and the risks to the 
offspring 

In many countries epilepsy is a statutory bar to marriage 
yn the grounds of heredity, possible mental deterioration 
economic uncertainties arising from unemployment, and the 


like. But for obvious reasons, in those countries, the illegality 
of the marriage of an epileptic has proved ineffective as a 
deterrent 
In this country epileptics may marry, and epilepsy its not 
ground for divorce, but the Matrimonial Causes Acts, 1937 
ind 1950. make epilepsy a ground for nullit The 1937 Act 
stated that i marriage shall be voiaable on the ground 
h) that either party to the marriage was at the time of 
the marriage subject to epilepsy ~: the 1950 Act 
provided that the court shall not grant a decree unless it ts 
satisfied (1) that proceedings were instituted within a year 
from the date of marriage 2) that the petitione was at 
the time of the marriage ignorant of the facts alleged, (3) that 
narital intercourse with the consent of the petitioner has 
not taken place since the discovery by the petitioner of the 
round to a decree 
It should be 1 ted that the marriage ts voidable it 
not void until the non-epileptic partner has taken success 
ful legal action The children of such a marriage, despit« 
nullity decree, a egitimate 
Ma id ts physica iccompaniments do. not 
ggravate epileps it is often followed by improvement 
but no support should be given to the view that marriage 
’ be a ct for epilepsy Only occasionally does 
np gnancy ncrease the Irequency ind severit of the fits 
nd epilepsy should not be accepted, except after considera 
tion of all the features of an individual case, as an indica 
n for abortion or sterilizatior 
Available fig s suggest that the chances of non-epileptic 
having an epileptic child are about | in 200, wherea 


if one p nt ws cf ptic the risk increases to | in 40 These 
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general rates of incidence are of little value and may indeed 
be misleading when one attempts a prognosis in the in- 
dividual case. They are derived from epileptic groups in 
which the severity, frequency, cause, and accompanying com- 
plications of the epilepsy are very variable, and it may well 
be that the E.E.G. would reveal in some of the clinically non- 
epileptic parents a record consistent with “subclinical ” 
epilepsy. If a more accurate assessment is to be made of 
the chances in any particular case of an epileptic parent 
having an epileptic child more extensive studies must be 
undertaken At present the most helpful advice on the 
problems of marriage and parenthood for the epileptic will 
be given by those who have had an extensive experience of 


epilepsy and associated nervous disorders 


Driving a Motor Vehicle 

One of the questions most frequently posed by the 
epileptic is whether he may drive a motor-car. Besides 
affording pleasure this may be necessary for certain types 
of employment. Under the Road Traffic Act, 1930, the 
applicant for a driving licence must state whether he suffers 
from epilepsy, and the Motor Vehicles (Driving Licences) 
Regulations, 1950, No. 333, precludes anyone suffering from 
epilepsy from claiming a driving test But what of the 
epileptic whose fits have been arrested for some time 
Some doctors permit the patient to drive his own car (he 
must never be employed as a driver on public transport) 
after three years’ freedom on treatment or two years without 
any drug therapy. This is a calculated risk, and if it were 
to the patient alone it might be justified. But the risk is to 
others also--passengers and pedestrians and in my view 
should not in most cases be taken There are, however. 
exceptions, and each case must be individually assessed 
For example, in the man of 20 who had a few fits between 
the ages of 3 and 5 years but has since been free the risk is 
negligible 

Summary 

The medical services provided for the epileptic by 
the National Health Service should ensure, when fully 
organized, that all the necessary measures for diagnosis 
ind treatment are available for every epileptic The 
social services have the responsibility of providing for 
the epileptic, wherever possible. the conditions for an 
ample, satisfying, contented, and useful life amongst his 
fellow-citizens 

Most of the available social agencies are statutory and 
include: (1) the school health service, which can also 
be used for educational purposes ; (2) the welfare ser- 
vices of local authorities in relation to employment. 
accommodation, etc. ; (3) the education service of the 
local education authority : (4) the youth employment 
service ; and (5) the disablement resettlement office! 
service of the Ministry of Labour and National Service, 
and Remploy factories [here are in addition many 
oluntary agencies which play an indispensable (and 
often more personal) part in helping to solve the social 
problems of the epileptic The colonies still remain 
outside the National Health Service The British Epi- 
lepsy Association (and its Scottish counterpart) are doing 
invaluable work in fostering, through clubs and other 
means, a sense of self-reliance and confidence in the 
epileptic and in providing the opportunity for training 
in leadership The work of the boy scouts and girl 
guides {who make special provision for the epileptic 
vouth), of the Red Cross and W.V.S., of the National 
Association for Mental Health, and of several other 
voluntary bodies must also be warmly commended 

Many of those who are called upon to help in the 
management of the epileptic are still unaware, or fail 
to take advantage of, the social agencies which are avail- 
ible, partly because many still tend to overlook the 
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social aspects of their patient’s problem. But it is grati- 
fying that in recent years there is an increasing aware- 
ness that the queries which epilepsy raises are not con- 
cerned solely with accurate diagnosis of the cause and 
with instituting the best treatment of the fits, but also 
with ensuring that the epileptic is given the fullest 
opportunities to take his place as a full and active 
member of the community in which he lives 
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The disadvantageous side-eilects following the admint- 
stration of morphine may be as follows: respiratory 
depression, nausea, vomiting, and central nervous system 
depression (narcosis) 

Nalorphine (N-allylnormorphine) (Unna, 1943) has 
been introduced to overcome respiratory depression 
There is also some evidence that succinic acid may be 
of benefit (Trautner, Trethewie, and Gershon, 1953). It 
will be shown below that amiphenazole (“ daptazole ~) 
does not control the nausea and vomiting induced when 
morphine is given to healthy volunteers, although 
McKeogh and Shaw (1956) have found that scarcely 
iny vomiting occurred when amiphenazole’ and 
norphine (in large doses) were given to 127 patients lor 
the treatment of intractable pain in terminal carcinoma 
Ihe series has now been extended to about 400 cases 
over a period of three years. Holmes (1956) did not 
report any emesis when amiphenazole (15 mg.) and 
morphine (30 mg.) were administered during childbirth 
A similar lack was described by Hiigin (1956) when the 
two drugs were used to control post-operative pain 
There is some evidence that the mental depression ot 
morphine is counteracted by 
Gershon, 


narcosis induced by 
imiphenazole (McKeogh and Shaw, 1956; 
Bruce, and Shaw, unpublished) 

lt would thus appear that to control the side-ellects 
of morphine completely three drugs are necessary 
namely, N-allyinormorphine for respiratory depression 
imiphenazole for narcosis, and a third for nausea and 
omiting 

In another paper (Gershon and Shaw, 1958) it has 
been suggested that some of these side-actions may be 
due to the release of histamine by morphine. Other 
toxic effects which may have a similar origin are giddi 
ness, headache, and pruritus 

lt is the purpose of this paper to show that the tinct 
dence of vomiting following the use of morphine is higher 
and more severe than is generally thought and that this 
distressing symptom can be controlled by cyclizine 
Detinite 


hydrochloride ‘ marzine } evidence IS 
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presented to show that amiphenazole counteracts the 
central nervous system depressive action of morphine 
The psychological part of this work has been carried out 
by D. W. Bruce 
Clinical Material 

The conclusions to be drawn from this investigation 
are based on three separate experimental series and 
some special case histories, the work being designed so 
that the major therapeutic exhibitions of morphine 
would be covered—namely: (a) Sufferers from incurable 
painful diseases, where some degree of habituation is 
soon established and the incidence and severity of side- 
effects fall off. (b) Pre- and post-operative patients. This 
group is not a homogeneous one, but comprises a wide 
range in respect of age and physical conditions. The 
group, especially the post-operative section, is a parti- 
cularly important one, as nausea, dry retching, and 
The com- 
plications may range from simple interference with 
wound union to lesions and extension thereof, and 
also may be an important factor in the production of 
haematomas in the region of the wound, with result- 
ant secondary infection. (c) The third major use of 
morphine is as an emergency analgesic for accident 


vomiting can Cause serious surgical sequelae 


casualties and war-wounded, and where relatively high 
doses are required 

It therefore seemed desirable at the outset to estab- 
lish the incidence and severity of the side-effects of 
doses of the order of 15-30 mg. Morphine was given 
by injection throughout the tests, usually intramuscularly 
but occasionally intravenously. 


First Series: Trial on Army Volunteers 


On the first day a 
test dose of morphine, | 6 gr. (10 mg.), was injected. Three 


Forty-six volunteers were available 


subjects were considered unduly sensitive because of nausea, 
light-headedness, or drowsiness, and were excluded from 
the main tests. Another volunteer was discharged because 
% the onset of an asthmatic attack some hours after the 
Clinically it was slight, but it was thought bette 


( 
test dose 
not to proceed with this person 

The remainder were divided at random into six groups 
of seven men. Five schedules of medication were used 
throughout: (1) morphine, 30 mg., and cyclizine, 50 mg 
(2) morphine, 30 mg., cyclizine, 50 mg., and amiphenazole, 
40 mg.: (3) cyclizine, 50 meg 4) amiphenazole, 40 mg 
5) distilled water, | ml. Each group of volunteers received 
each of these schedules once, ind the rotation was such 
that no group received morphine on two consecutive days 
All subjects had three injections of morphine over a six-day 
period, in addition to the initial test dose of 10 mg 
(6) This schedule consisted of morphine. 30 mg., on one 
morphine, 


occasion ; morphine, 20 mg... on two occasions ; 


20 mg., and amiphenazole. 40 mg., on two occasions 
An anaesthetist was in attendance with the necessary 
resuscitative apparatus, but his services were not needed. 
An analysis of the reaction to the five-dosage schemes 
which included morphine is presented in Table | Ami 
phenazole alone produced negligible symptoms. Some sore- 
ness of the arm lasting up to two hours was observed by 


40 of subjects, and 20 mentioned a slight degree ot 


drowsiness A similar degree of drowsiness was noticed in 
the controls (distilled water). With cvclizine alone 40 
of the subjects noticed drowsiness and 10 experienced 
slight headache 
Effects of Morphine 
It would have been experimentally 
to morphine (30 ma.) but after the first day's 


desirable to submit 2 


irger numbe 


experiences repetition of the experiment on other groups 
justifiable As the degree of 
han the 


was not considered morall 


iIness and vomiting experienced was more 








76 Marcuw 22, 1958 TREATMENT OF SIDE-EFFECTS OI 


eers could ethically be asked to bear, comparison ot 
he performances of this group when on the other schedules 
the performances of other groups does not suggest 
hose eceiving morphine alone were other than 


was taken to apply the criteria regarding morphine 


R cluded in Table |, as unitorn as possible The 
w ¢ servers worked dependent! to ifge extent ind 
nd that their results were in close agreement It is 
niikely that any significant degree of tolerance was 
Sta shed Ve period Of the experiment 
Dizziness and ataxia were usually early symptoms of 


rphine administratio Whereas drowsiness was usua 


delayed some two or three hours, by which time the earlier 


toms were uci educed Vomiting was sometimes 

i but usual delayed, sometimes occurring up to seven 
vuurs after the injection Itch, tremor. and spasm of the 

sphincter were experienced early, and were pe 

sistent Itch common nvolved the ose and tace, but 
could occur in any part of the body It was sometimes 
severe, and one subject complained that he telt that he was 
being attacked by a bag of fleas There was a striking lack 


correlation of the severity of reaction to body weight 





Hospit dmiuss was not on any occasion due to serious 
ess, but ither to the inadvisability of the subjects 
tu g to the es overnight owing to persistent nausea 
ting. Neadache, drowsiness | ved weakness and 
i r Shakiness 
Reac ns which were severe iv © Necessitate recu 
ency early in the test usually persisted. sometimes up to 
! Subjects suct eactions constituted the n 
oportion of hospital admissions. When severe s\mptoms 
vere delayed \W ‘ h Ss the subjec nigi c 
elied e « ‘ p ds i ( € mutes 
“ S Pers tt ti sas 
Ir ew hos Xperience it Is § s it r 
cidence ca Cc [ ne tr uny c c 
jection « 0 meg phine should ove Ss v I 
such cuions ccl imong ittle casualties ) dd 
d tt atient Ss distres lt ) t 
» \ \ . ) a 
Effects of Other Substances 
i ‘ Table | sho tha phe ¢ 
C i ¢ S C educt Siece] ess ing Ss 
eductior IS€ ind C nine 
d stration The drug did not prod € s ¢ pa 
c th those recorded nronic morp aminis tor 
sf ble painful diseases which circ 
ces pe h ce alert ss and hi-t ) t 
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Cyelizine Hydrochloride Table 1 shows that significant 
and usetul suppression of the undesirable side-effects of 
30 mg. of morphine was obtained by oral administration 


olf 50 mg. of evelizine hydrochloride a few minutes bef« 


the injection The reduction of nausea, of vomiting, an 

t the severity of shakiness were the main reasons re 
sponsible for the decrease of recumbency during the test 
and of hospital admission overnight It is possible that 
injection of this agent would have produced even bette: 
results, as absorption must have been slow in an appreciable 
proportion of cases (see Special Cases) 

Cyclizine and Amiphenazole in) Combination lable 1 
Shows that. although amiphenazole alone produces a slight 
improvement and cyclizine alone a considerable reduc 
tion of morphine toxicity, the combination of both is less 
effective than evclizine alone 

Ihe three volunteers excluded trom the main experiment 
alter the test dose of morphine. 10 mg.. were given all com 
binations of drugs at a level of morphine 15 meg Dut no 
conclusive difference in response with any combination was 
demonstrable 

A subclinical degree ot itaxia’ = was observed by almost 
all subjects given morphine (in combination with the othe 
drugs They stated that some degree of concentration, ot 

conscious effort, was required to pertorm voluntar 
lovements with precision. Even after 30 mg. of morphine 
ilone itaNXia Was not severe enough to be clinica 
oODVIOUS ind could be controlled by the subject provided 


that other symptoms, such as nausea, vomiting. or faint 


ness, did not prevent the necessary etlort The incidence ot 
this s\mptom was not materially reduced by either cyclizine 
amiphenazole. or both in combination 





imiphenazole was found to produce slight 
provement, and cyclizine considerable improvement, 1 


Amiphenazole ex 


the incidence of undesirable reactions 


eried its chief beneficial effect in counteracting the drowsi 


nmiphenasole was 
ss effective in the control of these reactions than cyvclizine 


one, possibly becayse of the drowsiness produced by cvc 





ne it e. Itn be mentioned that the drowsiness pro 
cee evelizine was not marked Much of the drows 
ess could be accounted tor by boredom and the humid 
idittrons of the room in which the men were confined 
Results Obtained with Performance Tests 
Ihe subjects in this trial all underwent two psychologica 
vert | ce tests name the Australia Council ot Edu 


ional Research (A.C.E.R.) Speed and Accuracy Test and 
Manipulati lest (Formboard Test 
1947). it der to ascertain the cflects of the drugs on the 
erformance as measured by these tests Ihe A.C.E.R. test 
Table Il) used was the standardized form with two-pa 


ber-checking and name-checking, six minutes being 
ved C sec 
he | board test score (Table II) ts the time in seconds 
ken to place blocks into the holes in the formboard 
! ‘ As tl ae ‘Y tec h qu at | resent iva ado 
dealing with missing values aiter treatment has beet 
| XI ntal designs Ke tl one empl« d. tl 
4 thod wa i 1 for nh section 1} cal 
ults tl " people ¢« the ne ft ner 
} i ( iS USEC ead seven ind du " s 
i th x Vas ilvsed th nethod Yates 
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of the treatments morphine evclizine and morphine 4 
cyclizine+amiphenazole are almost significantly lower than 
and (3) the mean of morphine +cyclizine 
amiphenazole is 7.50 less than that of morphine+cycli- 
ine . the difference required for significance is 7.63 units, 


the ibove mean ;: 


ind thus the difference borders on significance 


Tance UL.—Formboard Test Mean Scores for Treatments 
Morphin Morphine ~ Cyclizine 
‘\' Cyclizine Amiphenazole M ‘ ‘ — 2 : 1 , 
Cyclizine Amiphenazole 
{ 19-4 241-6 244-95 252-45 
Difference betwee means for significance - 10-25, P — 95° 


From these results it may be concluded that. (1) water 
cyclizine, and amiphenazole are indistinguishable ; (2) the 
nean score tor morphine cyclizine is not significantly 
vyreater than that of cyclizine or of amiphenazole; it is 
ilmost significantly greater than that of water; and (3) the 
nean score for morphine cyciizine amiphenazole is 
significantly greater than for an of water, cyclizine, o1 
amiphenazole, but not for morphine cyclizine 
Conclusions from Both Tests) Cyclizine and ami- 


phenazole have no effect on performance as tested by either 


nethod. (11) With morphine cyclizine some depression o} 
performance takes place. (it) This depression is worsened 
by the inclusion of amiphenazole 


Second Series : Female Patients Awaiting Minor Surgery 

Patients in good physical condition and without pain 
who were in hospital for some minor surgical procedure 
were given morphine, 20 mg., atropine, 0.7 mg.. and ami- 
phenazole, 5 me intramuscularly the evening betore 
schedule was repeated pre-operativels 


However, the 


, 
iperation. The same 
ext morning but without aminhenazole 
bservations that could be made after the morning pre 
nedication without amiphenazole were very limited, as the 
e of observation alte injection was short, since the 
patients underwent operation usuall within one to one 
ind a hall hours This part cularly affected the incidence 


of vomiting in this group, as vomiting was found to occur 


n the other group in the majority of the cases from two 
to nine hours after the injection Thus the figures tor 
miting (and nausea) are virtually valueless The results 
viven in Table IN 
Papier TV 
‘ Nause \ ’ Sedat Dizzine Totals 
\ Amiphena 
. 14 8 12 4 
4 +4 3 0 
\ \ enazok 
14 ) 24 
; Ro’ * - 
© Sienificant differencs 
Ihese results indicate that the incidence ol side-effects 


alter morphine in this group of patients is high. especially 
the unusually high incidence of nausea and vomiting 
Furthermore, these symptoms were not affected favourably 
by the administration of amiphenazole. On the other hand 
imiphenazole greatly reduced the degree of sedation (nar 


cosis) experienced with the morphine 


Third Series : Male Volunteers 
In this trial a group of 28 students were given the fol 
lowing drugs: saline ; morphine, 16 mg. : morphine, 16 mz 
and morphine, 16 mg., plus cycli 
mez The drugs were 


plus amiphenazole, 25 mg 
n S0 me.. plus amiphenazole, 


< 
administered intramuscularly with the exception of the cycli 
ine, which was given by mouth. They were then subjected 
to both the psychological tests (A.C.E.R. and Formboard) 


i ‘ported above 


Ihe incidence of undesirable effects in the various groups 


. h f] n -tabl \ 
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TaBLe \ 
No Nausea Vomiting Sedation Dizzines 
Drug ot Sub- 

jects No Nx No No 
Morphine 7 4 §7 } 43 3 43 ! 14 
Morphine © amiphena 
ole 7 Ii 4 3 43 l 14 l 14 
Morphine + amiphena 
zole— cyclizine 18 2 11* 2 1 12 66 1! 61 
Saline 28 1 4* 0 o* ! 4* ? 7 


* Statistically significantly different from the morphine alone group 


A detailed statistical analysis of the results obtained with 
the A.C.E.R. and Formboard tests enabled the following 
conclusions to be drawn Morphine and morphine 
amiphenazole depressed performance, but the differences be 
tween the control and the test series were not statistically 
significant. When cyclizine was added to the morphine 
amiphenazole, the performance was the same as the contro] 
in the case of the A.C.E.R. test and significantly better in 
the case of the Formboard test 


Special Cases 

The types of clinical material available here were mainly 
cases of carcinoma, many of which were terminal cases 
Some of these cases had been receiving morphine for reliet 
of pain, but the incidence of side-effects in this population 
was low, about | The results of the addition of ami 
phenazole as regards other effects have been fully recorded 
by McKeogh and Shaw (1956). It was found in this series 
that the addition of amiphenazole did not to any great 
extent decrease the already low incidence of the side-effects 
of morphine, such as nausea or vomiting 


Effect of Cyclizine on Morphine-induced Vomiting 

Several trials were carried out with intravenous cyclizine 
to determine its efficacy in controlling the side-effects of 
morphine 

Case 1.—Mr. H.G.., aged 34, had carcinoma of the rectum with 
secondaries in both lungs He was found to be sensitive to 
morphine 1S mg. (with or without amiphenazole), methadone 
hydrochloride, 10 mg., and pethidine, 50 mg., each of these 
causing vomiting and dry retching After meal he was given 
in intravenous injection of SO mg. of cyclizine, followed three 
minutes later by the intravenous injection of 1S mg. of morphine 
He became a littl drowsy, but obtained complete relief trom 
pain, with the complete absence of any unpleasant side-effects 
such as nausea or vomiting. He was maintained on these drugs 
given four times a day, until he died 10 days later. No vomiting 
ensued. On two occasions the cyclizine was given intramuscu 
larly, but vomiting occurred In other cases it was found that 
the cyclizine must be given intravenously, but this is not usual 

Case 2.—Mrs. R.V. had nausea and vomiting after each in 
jection of morphine in hospital. Cvyclizine. 50 mg. intramuscu 
larly, included with each injection of morphine, gave full control 
of these side-effects over a period of three weeks with up to 
10 mg. of morphine four times a day 

Case 3.—Miss V. B. gave a history of sensiliveness to morphine 
in that it always produced giddiness, nausea, and vomiting 
Cyclizine, 80 mg., was given with each injection of morphine, 
with complete relief. She required only one injection of morphine 
in 20 hours to control pain, but on one occasion morphine and 
cyclizine were given at 6 p.m., and at 12 midnight morphine was 
repeated without cyclizine because of pain, and she vomited 
ibout seven hours later She has since received cyclizine and 
morphine regularly twice daily for three weeks, with full control 
of side-effects 

Case 4.—Mr. R.W. had a history of intolerance to morphine, 
which caused nausea, vomiting, and giddiness. He was given 
morphine, 16 mg., and cyclizine. S50 mg.. six-hourly, and this 
brought all unpleasant symptoms under complete control. After 
several days the dose of cyclizine was reduced ito three umes 
day whilst the same dose of morphine was continued. He then 
vomited on several occasions, and when the cyclizine was restored 
to four tmes da\ full control of side-effects was gain 
established 

In the four other cases (Nos, 5. 6, 7, and 8) in this series 


similar results were obtained 
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Taste VI 
Dose 
Name Age Morphine Fitec . ses “2 Immediate F ffect Delaved Fffec 
ime 
A.M 69 0) Little drowsy: slight respira x0 Little more alert and mild tem Very drowsy. B.P. and respiration maintained 
ory depression porary .ncrease in respir 
tion rate 
SL.S <5 Iw No change 
RM as 6s 1OO Became little drowsy. Otherwise condition sa 
factory 
M.8 62 05 100 in Drowsy : confused, completely disorientated, res 
less, and disturbed No improvement ’ 
respiration 
M.W : 03 Drowsy ; respiration marked! so - Drowsy—stuporous. Resp. rate depressed aga: 
depressed B.P. maintained at normal level. Became very 
Stuporous, with vacant expression glazed look 
unable to answer questions, and mentally and 
physically retarded Appears '0 have visus 
hallucinations. Returned to normal in 24 hour 
r.K 60 65 100 . . Very drowsy, appeared to be hallucinated for 
short time: confused, with incoherent mutter 
ings 
P. 6! 100 Sleepy respiration rate tei 75 Appears hallucinated ; groping in au and grasping 
from 24 to 4 mir at bedclothes. Grossly disorientated, restles 
and confused 
nM <8 o? Sleepy 100 No change Very drowsy and disorientated 
r.W S4 65 Felt nausea 100 Feeling of nausea eliminated Sleepy and progressively more drowsy Resp 
unchanged. B.P. maintained at normal ‘eve 
Another group of patients were given varying doses ol periods, She could not repeat ihe alphabet--saying onl 


norphine (30-90 mg. intravenously) in order to produce a 
mild state of drowsiness with a degree of respiratory de 
ression, and cyclizine was then injected intravenously to 
assess its effect on the condition produced (Table VI). The 
esults and those of the cases above show that cyclizine is 
effective in controlling some of the side-effects produced by 
norphine (and pethidine), such as nausea and vomiting 
However, it did not improve the level of consciousness in 
those subjects who were sleepy or drowsy after morphine 

n fact. all these patients became more drowsy and more 


deeply narcotized In some cases undesirable psychotic 
effects were produced by cyclizine. No improvement in 
respiration was produced by cyclizine in any case. It is ot 


nterest to note that, in spite of the sedative and depressant 
effects of cyclizine, the blood pressure in these patients was 
improved, or at least maintained 


Effect of Amiphenazole in Controlling Morphine- 
induced Narcosis 


It may be that morphine and amiphenazole, given together 
for an extended period, bring about control of the various 
side-effects, which is not obtained in the acute experiment 

in particular the action on C.N.S. depression. An illustra- 


tion of such a result may be seen in the followin g cases 


Case 9 

Mrs. E. 8. had been on morphine, 105 mg. six-hourly, with 
amiphenazole, 120 mg. a day, for several months, and was 
kept in good physical and mental condition. She was first 
submitted to psychological testing during this phase, the 
Wechsler Memory Scale Form I (Wechsler. 1945) being used 
On March 15, 1957, amiphenazole was suspended. and she 
was retested five days later, using the Form II Scale; no 
appreciable change in score was obtained. She continued 
in the same state for a period of two and a half weeks 
without amiphenazole 

On April 3 the patient complained of giddiness and felt 
‘generally terrible She was confused, depressed. and 
She drowsed 
Morphine was 
continued and her condition remained much the same 


psychologica testing was carried out on April 4 at 2.30 p.m 


lacrimose, and her speech was unintelligible 
it intervals. and was vague and rambling 


During the initial conversation and explanation of the 
test she was apparently normal (except for feelings of nausea 
and a slight tremor) and pleasanily co-operative as usual 
She remembered personal details quite well. She became 
vague when asked the year. month, and day, and gave wrong 
have been due to lack of concentration 


answers This ma 


—uat this stage she began to stare into space for short 


and was then apparently under 
the impression that she had said it all correctly. Asked to 
count backwards from 20 to 1, she said “20, 17, April, 
May . “and then lapsed into incoherence. Asked to 
count “ by she just repeated “four ~ and returned 
for a moment to trying to count backwards 


about six assorted letters 


fours.” 


Test result showed over SOQ”., deterioration on the previous 
score. She was then restarted on amiphenazole, initially 
intravenously and orally, and then orally only. She began 
to improve after two days and was restored to her previous 
condition after tour days, and test performance as tested 
on the sixth day was at the initial level 

During the next four months she was maintained oh 
morphine and amiphenazole without the appearance of a 
similar episode. Her normal perfermance on psychological 
testing was maintained. At the end of this period, follow 
ing palliative treatment, she became pain-free. The mor 
phine was then withdrawn over a period of 10 days. Amr 
phenazole was maintained during this period and then dis 
continued. There were no withdrawal symptoms at an 
time, She was now retested by the Wechsler test, the score 
being the same as when she was receiving 420 mg. of 
norphine and 120 mg. of amiphenazole daily 

Conmunent It is of course possible that the patient had a 
transient cerebral vascular episode, when the amiphenazole 
was first withdrawn, but neurological examination did not 
support this. In any case the episode was not repeated 
during the next ten months 


Case 10 


Mr. A. W. had been on morphine, 45 mg. six-hourly, tor 
several weeks and had become progressively more drowsy 
In addition he became more depressed, irritable, complain- 
ing, and inhibited. On July 2, 1957, it was intended to 
submit him to psychological testing. He was very drowsy 
and had to be roused. He began to complain bitterly, and 
verged on tears about his incontinence, saving This only 
happens to babies He seemed io be in great pain when 
ve tried to make any movement. He continued talking in 
a very depressed way to the eflect that there should be 
something to ease his pain, indicated how thin he was, and 
said he should be allowed or made to walk 
pletely untestable. On this date amiphenazole was added tn 
a dose of 160 mg. daily, and after three days he was much 
brighter and looked and behaved in a more cheerful manne! 
On July 9 psychological testing could be carried out; he 
was happy to co-operate. and could understand the instruc 
tions and readily cope with the test situation There was 
evidence of deterioration characteristic of senile chance, In 


He was com- 
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keeping with his age (75) and condition. He was still some- 
what confused, but there was a distinct improvement in his 
mood. He was now no longer depressed and was brighter 
and even aggressively self-confident 


Comment rhis antidepressant effect has often been 
observed clinically on this type of patient, two of which 
have been observed as closely as Case 10 This effect of 


imiphenazole has been mentioned by Hiigin (1956) and 
McKeogh and Shaw (1956), and it is intended to investigate 
it by further psychological testing procedures (Gershon 
Bruce, and Shaw, unpublished) 


Case Il 
M R.W., aged 50, weight 112 Ib. (50.8 kg.). had five 
months previously developed an ulcer on his right cheek 
which was skin-grafted, Four months later swelling of the 
graft occurred which broke down and discharged. A biopsy 
Morphine and ami 
phenazole were administered as shown in Table VII in ordet 


vf the ulcer showed it to be sarcoma 


Taste VII.—Details of ¢ 


Amiphe 
\ wre 
Da Time 1 . i70l€ Respirations | Condition 
2 
4 t ? i mm 10 20 24 (dep i Awake 
normal) 
2 22 20 2 Sleeping 
é ¢ la 44 40 18 Awake 
12,5p.m 6s 40 i4 
R7 ”) 12 
) ) I Slee; 
p 1 x ) 14 
6,7 10 10 i Awake 
Spon 13 40 ! 
t ) 130 40 12 Drows 
7 S16 5 4a 10) 60 12 dee; Sleeping 
f 130 40 S Awake 
+ i rpl 84} r 174 me 
to control the pain. At no time was he in danger of respu 
itory tailure Atter May 27 he was maintained on mor 
ohine, 50 mg., and’ amiphenazole, 40 me.. four times a day 
r ght weeks 
Discussion 
In a previous paper (Gershon and. Shaw, 1958) it has 


been shown, in animals, that a large element of the pharma 
cology of morphine is concerned with the histamine-like 
actions Of morphine or the release of histamine by this drug 


| 7 


In short it was shown that a ‘arge numb of antihist 


ninics would abolish a deep morphine narcosis and restore 


to a remarkable degree the normal conscious level of the 
anima 

The restoration is, however, not as marked as that ob 
tained with amiphenazole This applies especially to the 
tone of the limb muscles. After amiphenazole the morphin 
zed animal walks or even uns this is rarely seen afte 
cyclizine (or any other antihistamunic) For turther rete 
ences to work on histamine release by mi rph ne see Robson 
nd Keele, 1956) 

In this paper it has been shown that the only really 
effective drug to control morphine-induced emesis is a 
mild antihistaminic, cyclizine chloride. On the other hand 
the narcotic (sedative) action of morphine is best controlled 
y amiphenazole. These two results, in man, parallel the 


results obtained in animals, 

[There is also some evidence that amiphenazole can aid 
n the relief of morphine addiction (Ballantine, 1957). Two 
similar cases have been brought to our notice (see also 
Case Y), 

Nalorphine 
drone *) would appear to be the drug of choice to restore 
centre. although ami 


(N-allylnormorphine) (° nalline,’ lethi 


morphine-depressed respirator 
Phenazole has some action in this regard 

It would appear that morphine, in healthy people, is not 
the dangerous drug that has hitherto been believed. In the 
present work 32 mg. of morphine has been given to 42 
volunteers and 20 mg. to another group of 54 persons, none 
1 whom had received morphine before. In no case was 
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there the slightest concern for the welfare of these patients 
on the grounds of respiratory depression. It would appear, 
however, that certain patients are susceptible to morphine. 
Thus in the first series 6 out of 48 volunteers were sensitive 
in various ways to 10 mg. of morphine. But even in this 
group respiratory depression was not the major concern, 
It is therefore advisable to ascertain this sensitivity by 
giving the conventional dose of 10-15 mg. If this amount 
is without untoward effect then the dose of morphine should 
be rapidly increased to 30 mg. or more until the patient 
receives complete analgesia lasting for, say, six to eight 
hours. A view that larger doses of morphine may be given 
more rapidly, yet with safety, has been expressed by Fraser, 
Isbell, and Van Horn (persona! communication, 1957) 
These workers were able to give 500 mg. within a matter 
of ten days. According to them amiphenazole had no effect 
in aiding the attainment of this huge morphine dosage 
Large as this dose is, it is not as great as that mentioned 
in Case 11 above, in which 826 mg. was given within 54 
hours, a result which was obtained with amiphenazole. We 
did not feel ethically justified in repeating the experiment 
without amiphenazole. 

In cases of severe pain, nausea and vomiting will be rarely 
experienced. but if these symptoms do occur they can be 
almost completely controlled by cyclizine. Oral cyclizine 
is usually effective in this respect. If this route of admin 
stration should fail the drug should be given by intra 
muscular injection In several cases, especially Nos. | 
ind 4, it was sometimes necessary to give the cyclizine intra- 
venously to obtain complete control of the emesis. 

If the large doses of morphine should produce undue 
sedation or central nervous system depression, this can be 
counteracted with amiphenazole. The objective assessment 
of the beneficial effect of amiphenazole on the mental de- 
pression produced by morphine is difficult to make. At 
present we are endeavouring to achieve this end with the 
aid of certain psychological tests These results will be 
published later (Gershon, Bruce, and Shaw) Overton 
(1957) has described a case in exactly the same manner as 
had McKeogh and Shaw (1956), with respect to the mental 
outlook of a hopeless case of intractable pain in an ad- 
vanced lymphosarcoma treated with up to 140 mg. of 
morphine (q.d.s.) and amiphenazo!'e. Similar favourable 
results have been published by Dundee (1957) It will 
be seen from the histories of Cases 8 and 9 that the use of 
amiphenazole is essential in the long-term treatment of 
intractable pain with morphine. These results confirm the 
previous results of McKeogh and Shaw (1956) 

Further evidence of the antidepressive effects of amiphen- 
azole is provided by the observation that it has sometimes 
been necessary to discontinue the use of amiphenazole as 
death approaches Some of the patients in the terminal 
stage have too much insight into their condition, and it is 
felt that it is more humane to let such patients die in a 
comatose condition. Similar ideas have been expressed to 
us by Dr. lan Rae (personal communication). More recently 
dogs have been given morphine and amiphenazole fot 
several weeks and then the amiphenazole has been with 
drawn. The animals, which had previously been alert while 
on the mixture, became drowsy when the amiphenazole 
was discontinued (Shaw and Alexander). The benefits to 
be derived from the use of 30 mg. of morphine with 25 
50 mg. of amiphenazole, post-operatively (especially after 
thoracic surgery), are described by Hiigin (1956) 

In cases of morphine-overdosage in man there is often ar 
accompanying fall in blood pressure. Therefore it is in 
teresting to note that when cyclizine was given intravenously 
to our patients after the administration of large doses of 
morphine (up to 100 mg.) there was a rise in blood pressure 
in every case 

Previous work (McKeogh and Shaw, 1956) has shown that 
imiphenazole is a safe and harmless drug ; the same may be 
said of cyclizine when it is given orally. When administered 
parenterally, however (in the presence of morphine), there 
is little effect with doses of 50 mg., but larger doses produce 
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a drowsiness in the patients, and later in some cases there 
resulted confusion, disorientation, and hallucinations. These 
psychotic disturbances were, however, temporary, and may 
be due to anoxia, 

In conclusion, then, one may say that the full control of 
the side-actions of morphine requires the use of three different 
drugs. N-allylnormorphine (nalorphine) for the control of 
respiratory depression, although this can be achieved only with 
the loss of analgesia. Amiphenazole combats central depres- 
sion and its use is essential for the long-term treatment of 
intractable pain with large doses of morphine. Experience 
has shown that very often these large doses of morphine of 
the order of 600 mg. a day are required to keep the patient 
completely free of pain. Such treatment has been shown to 
be absolutely without danger in a series of over 400 cases 
Larger doses of amiphenazole (40-100 mg., q.d.s.) than 
hitherto are now employed Our wide experience places 
this drug as one of the safest in medicine. Cyclizine is the 
drug of choice for the control of vomiting or nausea, This 
drug is also completely harmless and there is no reason why 
a patient who experiences even the slightest degree of nausea 
from pethidine) should not be spared the 
discomfort by a simple and safe treatment, oral medication 
usually sufficing, although occasionally the intramuscular or 


morphine (or 


intravenous route must be employed. 


Summary 


Doses of morphine of up to 30 mg. have been given 
to volunteers and the effects noted. The most frequent 
side-effect is not respiratory depression but nausea and 
vomiting, the incidence of which may be as high as 
30 The onset of 
hours. Other side-effects are described 

The nausea and 
trolled by the use of cyclizine chloride 


emesis may be delayed for seven 


vomiting may be completely con- 


[he central nervous system depression (narcosis) may 
be controlled with amiphenazole. 

Provided thé sensitivity of the patient to small doses 
is first ascertained morphine is not a dangerous drug 
All the side-actions can now be controlled. 

Large doses of morphine (up to 200 mg., q.d.s.) may 
be required to control chronic pain. The patient should 
not be denied the benefit of complete analgesia on the 
score of side-actions or addiction. The results of over 
400 cases show such fears to be groundless when the 
appropriate antagonist is employed to control the parti- 
cular side-action experienced by the patient. 
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It is generally accepted that, in the sterilization of 
surgical dressings by steam under pressure, air must be 
efficiently removed from the sterilizer and its contents 
before steam is admitted. But opinions are divided over 
the best method of removing air. Most hospital steri- 
lizers are fitted with steam ejectors which draw a pre- 
liminary vacuum of 10 in. (25 cm.) Hg or rarely up to 
20 in. (S50 cm.) Hg but do not reach anything like a 
vacuum of 29.92 in. (75.97 cm.) Hg which is required for 
complete removal of air. Perkins (1956) points out 
the dangers of relying on partial removal of air. He 
recommends that, instead of drawing a preliminary 
vacuum, air should be continuously removed by down 
ward displacement through the use of thermostatic 
valves, ensuring the automatig control of air and con- 
densate discharge. Recently it has been claimed that 
the most reliable method is to use a pump capable of 
rapidly producing a vacuum of at least 27-28 in 
(68.5-71 cm.) Hg as in some modern German sterilizers 
(see Bowie, 1957) 

Alder and Gillespie (1957) have pointed out that there 
is remarkably little precise evidence to support the state- 
ments that have been made about the merits of different 
ways of removing air They measured residual air 
trapped inside dressings and found that double evacua- 
tion by means of a steam ejector up to about 20 in 
(SO cm.) Hg gave rather more efficient removal of air 
than downward displacement, but neither of the methods 
they used could be relied upon to remove air completely. 
especially when drums were incorrectly loaded. 

All those who have studied this problem, whichever 
method of air removal they recommend, agree that the 
effect of residual air is to delay the penetration of steam 
into dressings and so render the attainment of sterilizing 
temperatures slow and unreliable (Savage, 1937). The 
time taken to reach an arbitrary sterilizing temperature 
inside a standard surgical pack can therefore be used as 
an indicator of the efficiency with which air has been 
removed before the admission of steam. We have 
therefore investigated the influence of different levels of 
preliminary vacuum on the time taken to reach an 
arbitrary sterilizing temperature in surgical packs 
deliberately overloaded and badly sited in the sterilizer 


Materials and Methods 


\ horizontal jacketed autoclave of approximately 11 cu 
ft. (0.31 cubic metre) capacity was used (Fig. 1). The steam 
was supplied at 46 Ib./sq. in, (3.23 kg./sq. cm.) after having 
passed two separators, It was fed to the chamber and jacket 


independently after passing valves to reduce pressure to 


*Report to the Medical Research Council Working Party of 
Steam-Pressure Sterilization 
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20 Ib. /sq. in. (1.4 kg./sq. cm.). Twenty-seven measurements 
by calorimetry of the dryness fraction of the steam had a 
mean value of 0.92 (standard deviation 0.04). This indicated 
that the steam supply was satisfactory and not far from the 
ideal condition of dry saturated steam which would have a 
dryness fraction of 1.00 There was no evidence at any 
time of superheating within the chamber. In the discharge 
line a balanced pressure thermostatic type steam trap was 
fitted. The air was removed with an oil-sealed rotary type 
piston vacuum pump protected by a water-cooled condense! 
Temperature was measured inside the centre of the standard 
drum described below, by a recording mercury-in-steel 
thermometer 

Another recording mercury-in-steel thermometer was fitted 
in the discharge line. Vacuum gauges were of two kinds 
one combined with the steam-pressure gauge and reading in 
inches of mercury, the cther a more sensitive instrument 
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Browne's colour tubes were scattered about the load (Howie 
and Timbury, 1956). Pressure was reduced to 15 mm. Hg 
(absolute) and the load exposed to steam at 20 Ib./sq. in. 
(1.4 kg./sq. cm.) for 10 min. 


Results 

The times taken for the ternperature inside the standard 
drum to reach 115° C. after the chamber pressure reached 
20 Ib./sq. in. (1.4 kg./sq. cm.) have been plotted against the 
initial vacuum and are shown in Fig. 2. In all, 43 experi- 
ments are recorded. It will be noted that at high initial 
pressures——that is, low degrees of vacuum--the points were 
scattered, but with a high initial vacuum—at pressures below 
20 mm. Hg (absolute)}—the time taken to reach 115° C. was 
consistently about one min. In 12 experiments records were 
also kept of the time taken for the temperature to reach 
126° C. Here again, with a high initial vacuum, 126° C. was 
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eading in millimetres of mercury (absolute pressure). The reached almost instantaneously, but with low degrees of 
former was used for moderate vacua and the latter for initial vacuum the points were again scattered, and in some 
higher degrees of vacuum. Jacket and chamber pressures cases the time taken for the temperature to rise from 115 to 
were indicated in pounds per square inch by dial gauges as 126° C. was half an hour or more. 
well as recording instruments All instruments were cali Six experiments were done with the autoclave packed as 


brated at intervals -reliminary experiments were made to 
find the position at which the temperature took the longest 
time to reach 115° C. after steam pressure had reached 
20 Ib./sq. in. (1.4 kg./sq. cm.). This position was at the 
bottom in the front of the sterilizer. 115° C. was chosen as 
the safe minimum temperature for killing Bacillus stearo- 
thermophilus spores. At 115° C. the spores are killed in 
20 to 25 min., but at a lower temperature their killing is 
much prolonged 

A drum, 114 tn. (29 cm.) in diameter and 8}! in. (21.6 cm.) 
high with eight 4-in. (1.3 cm.) diameter ports, was placed on 
its base in the lower front position The drum was 
deliberately placed incorrectly in this way so as to impose 
a severe test of the efficiency of evacuation. It was lined 
with two huckaback roller towels and packed with eight 20 
by 30 in. (SO by 75 cm.) huckaback hand-towels, each folded 
to give twelve thicknesses. This was the standard drum. 
The bulb of a recording mercury-in-steel thermometer was 
placed in its centre and the capillary packed around tightly 
to ensure that steam reached the bulb through the load and 
did not pass along a channel created by the capillary 

The required vacuum was drawn, steam admitted, and the 
time measured from the moment when the chamber pressure 
reached 20 Ib./sq. in. (1.4 kg./sq. cm.) until the temperature 
inside the standard drum reached 115° ¢ In some experi- 
ments the time was also recorded for the temperature to 
rise to the theoretical maximum of 126° C. corresponding 
to 20 Ib./sq. in. (1.4 kg./sq. cm.) of dry saturated steam. 

In further experiments the sterilizer was packed to over 
flowing with towels, bowls, cotton-wool, and loaded drums. 
A dozen envelopes containing B. stearothermophilus and 


full as possible with six drums standing on their bases, rolls 
of cotton-wool, bowls, and utensils so as to fill the chamber 
completely. 100° of the test envelopes placed at random 
throughout the load were sterilized after 10 minutes’ ex- 
posure to steam at 20 Ib./sq. in. (1.4 kg./sq. cm.) when the 
initial pressure in the chamber had been reduced to 15 mm. 
Hg (absolute). 
Discussion 

The experiments here described have shown that, provided 
a high enough vacuum is drawn before steam is admitted, 
sterilizing temperatures can be reached inside a packed drum 
almost instantaneously, in spite of deliberate errors in load- 
ing. The exact level of vacuum required would be expected 
to vary with different experimental conditions. In the con- 
ditions we used, with a drum placed flat in the lower front 
position of the sterilizer, the initial vacuum required to 
ensure reliable penetration of steam was of the order of 
20 mm. Hg (absolute). The temperature rose to 115° C. in 
about one minute and to 126° C. shortly afterwards. In ex 
periments with lesser degrees of vacuum the times were 
much longer and less predictable. With downward displace 
ment alone—that is, at an initial pressure of 760 mm. Hg 
(absolute)}—it took around 40 minutes for the load to reach 
i> & 

From these results it seemed likely that a tightly packed 
load could be rapidly sterilized if a high vacuum was first 
achieved. In six experiments carried out to test this hypo 
thesis we found that complete sterility, judged by B. stearo 
thermophilus spore strips and Browne's tubes, was achieved 
in 10 minutes at 20 Ib./sq. in. (1.4 kg./sq. cm.) of steam 
after an initial vacuum of 15 mm. Hg (absolute) 
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Gi Pathologist, | sham Hospital, Londo 
[he first report of the stifl-man syndrome in_ this 
country, by Asher (1958), has aroused great interest 


ind prompts this preliminary account of a further case 


So tar no suggestions have been made regarding the 
ietiology of this strange condition: in the present case 
nvestigations are proceeding along several different 


lines studies by 


Dr. P 


WOrk el 


including detailed electromyographic 
Bauwens at St 


tborating the biochemical findings described in 


Thomas's Hospital and further 


WS papel 


Publication at will add to the limited 
] 


knowledge of the clinical appearances of the syndrome 


this stage very 


It was first described and named by Moersch and 
Woltman (1956) at the Mavo Clinic, and consists of a 
elentlessly progressive stiffness of muscles in the limbs 
ind trunk interspersed with painful spasms in. the 
iffected groups, which may be of very great severity. So 


far it has not been amenable to any form of 
Ih overall 


ilthough the 


treatment 


picture is not reminiscent of any knowr 


ittacks do resemble and are equi 
nt severity to the muscle spasms seen in tetanus 
Case Report 


s 


his case. that of Mr. L. I ived 35, was mentioned briefl 
Campbell (1958). His illness started in May, 1955. with 
dade dislocation of his left thumb at the metacarpo 
ha 1 in ile changing gear in driving his ca 
Bec ‘ bsequent pain in the hand and recurrent dis 
t frequent intervals, an Open operation on the joint 
I f dt nonths later Fight davs after this he 
Ide c ped widespread, very painful muscle spasn 
dmitted to | spita where a diawnosis of tetanus 
s de unk and all four limbs were involve 
: kjaw 
H ered quick ind was well enough to leave 
vit i Subsequent dislocation of his 
ed to a se d operation in February, 1956. Fro 
I g of 1956 onwards he developed recurrent pain 
usc pasms in various parts of the body which have 
le d a clear-cut pattern and are now the main feature 
fh plaint 


Idenly at any time of the day o 


ght, and the calves of the legs are usually the parts most 

¢ I ! There may also be stiffness and spasn 

) he knees. in the buttocks and lower part of the back 

d oss the chest, but thesg cramps are not of compar ible 

ve [he left forearm and hand are also frequently in 

1 and € is Often associated retention of urine 

(occasi il h ight arm is affegted. and, rarel i ptosis 
f the left eye occurs ° 


The attacks, particularly so far as the legs are concerned 


ppallingly painful, and it is indeed difficult to describe 

er lequately He states that he feels as though giants 

hav taken each foot and leg and are tearing open the 
dk f the ankle-joint by forcible plantar flexion: watch 
I one can well imagine that this description ts not 

x erated last for anything from a few hours 


Che attack 


d the painful spasms are 


continuous during 
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this ume. At first they occurred every few weeks or months, 
but now they are more frequent, so that he is seldom free 
for more than a week 

His general health is good apart from mild recurrent 
flatulent dyspepsia ; recently he has developed polydipsia. 
Previous illnesses include iritis at the age of 12, of which no 
details can be obtained 

During the war he served in the R.A.F. in this country, 
except for 14 months in Iceland. In 1946, in this country, 
he developed jaundice shortly after an antrum wash-out 
He passed dark urine and pale stools, and was jaundiced for 
three months. He was advised to have a laparotomy for 
possible disease of the biliary tract ; but he declined, and 
his symptoms slowly subsided. He then remained well until 
the present illness in 1955 

He is a Jew whose family has been in this country for 
many generations, one branch having originated from 
Portugal via America [here has been no intermarriage, 
ind he knows of no familial diseases. His grandfather had 
diabetes mellitus. He is married with no children, 

Until recently he was a salesman, but has had to give 
this up owing to his illness, and now makes a living on the 
icecourse as a punter 

He is a tall, heavily built, obese man There are no 
ybvious intellectual or temperamental abnormalities, and 
his attitude towards his illness is sensible. He is, of course, 
very worried indeed about its outcome and dreads the pain 
f the attacks 

Systemic eXamination ts essentially negative, though the 
knee- and ankle-jerks and the reflexes in his left upper limb 
cannot be elicited owing to his inability to relax the affected 
muscles: his blood pressure is usually about 150/90, but 
ises aS high as 180/130 on occasion during attacks 

Since his first admission to Lewisham Hospital in October 
1956, he has been an in-patient there on 15 separate occa 


sions and has often been seen as an out-patient at othe 
times 

The affected muscles appear normal in sleep and under 
thiopentone anaesthesia, but at all other times their degree 
ff contraction is abnormal and excessive The tern 


hypertonus ~ has not been used because of its neurological 
mplications. Rigidity is hardly a strong enough word to 
describe the degree of muscular contraction. Cramp and 
spasm best describe the appearances and are used in this 
paper. These words are probably more satisfactory in terms 
of general usage than for accurate scientific description 
However, as the nature of the condition is obscure, it seems 
best to use words which describe the appearances without 
mplying any knowledge of aetiology. It is important to make 
yne thing clear—that to the observer the attacks of spasms are 
in exacerbation of what is. in most of the affected muscles. 


permanent condition of excessive contraction As the 
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latter, however, is painless while the spasms are excessively 
painful, the patient looks upon these spasms as his only 
complaint and himself as normal between whiles. The 
appearance of his legs between attacks is shown here (Fig. 1). 
Since early 1957 the legs have never been seen in any less 
degree of spasm than this. The calf muscles are very hard 
and give rise to extreme plantar flexion and equinovarus, 
both limbs being equally involved. Manual attempts to 





Fic. 2.—Hands. showing main d’accoucheur in left hand 


dorsiflex the feet always fail, and, if energetic enough, cause 
the patient considerable pain. Under conditions of rest, and 
between attacks, there is no fibrillation or other abnorma 

muscular activity, apart from the excessive contraction 
In the left forearm and hand a= similar condition 
exists, giving rise to an appearance resembling the mai? 
laccoucheur (see Fig. 2). This is also a constant finding 
the right upper limb 














however, has always 
examination, although he 


| appeared normal on 
reports occasional attacks 
of cramp 1n it 
If he attempts to walk 
it takes several minutes 
to get his heels to the 
ground, after which 
although the — affected 
| muscles are still in 
spasm, he is able to 
walk with only moderate 
stiffness ; he moves 
little slowly, but other 
wise his gait is normal 
During an attack the 
picture is quite different 
he is in agonizing pain 
ind the affected muscles 
= which before were hard 
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are shown in Table I. The differences between the two 
arms are barely significant and give no clue to the possible 
mechanism, but would be in agreement with a somewhat 
greater rate of carbohydrate metabolism in the stiffer left 
as might be expected. 


arm 


Electrolyte Metabolism 


Repeated blood analyses were within normal range, 


though on two occasions blood taken immediately on admis- 


sion late at night did show a very high serum sodium level 
(158 and 161 mEq/l.). We cannot find any technical reason 
for excluding these figures: they may conceivably be due 
to dehydration as a result of sweating, which is profuse 


On one occasion when he was seen 
he was catheterized in 


during severe attacks 


at the beginning of a severe attack, 


order to collect urine fractions results are shown in 
Table I] 
Tasre Il 
{ Excre f 
y N K ( Crea re 
(meg 
I r ur) 
Zn 8.30 Att 
c ve « ) ? " 6-4 48 
5 (bh | 4) \ * 
‘ t $5 ; YS Ss 60 
! 7.30 a A 
k pas T 7-5 1-7 7 6l 
[hese data are compatible with a retention of sodium 


uttack and a sodium diuresis with 


but this observation has been made only 


before the potassium 
retention following, 


nce and will not be further discussed 


Other Investigations 


sometimes contained traces of reducing sub- 


Ihe urin 


stances and an occasional trace of protein, but was usually 


normal ; there was no creatinuria (one specimen) 

ketosterotds, 20.7 mg./day; 17 
day (Appleby ef al., 1955) 
seem little high, but when expressed 
they are quite and 
1 very muscular individual with a daily 


Steroid excretion 17 


hydroxycorticosteroids, 30.8 mg 
These figures may 
is mg./g. creatinine normal—9.8 meg 
14.7 mg is he was 
creatinine output of 2.2 g 

Total and differential 


Wassermann reaction was negative 


blood counts were normal The 
plasma, 112 units: red cells, 110.8 


These are well within the normal 


Bl 0d « holine sferase 
units (Warburg method) 
range 

Liver-function tests were normal 
100 ml. and urine copper 65 pg 
the normal range 


Serum copper was 94 pg 
day ; these values are within 

Y-ray films of skull and chest and a cholecystogram were 
all normal 
Electrocardiograms were normal 

Electromyography (January 31, 1957), for which we are 
indebted to Dr. D. A. Brewerton, at King’s College Hospital, 
was carricd out on left soleus, left tibialis anterior, and left 
first dorsal hand. Dr. Brewerton reports 
“The pattern of discharge was normal. In the soleus there 
was continuous muscle activity, although it was possible to 
ilter its intensity by him to contract the muscle 
igainst resistance and he was able to relax partially The 
tibialis anterior was silent under normal conditions, and it 
was difficult to get him to contract this muscle even weakly 
but this is not surprising, as its antagonists were contracting 
so. strongly The pattern in the hand was completely 
normal. The muscle relaxes completely and all the 
responses On voluntary contraction were normal. In brief, 
this confirms electrically that he has prolonged spasm in 


certain muscle groups 


interosseus ol 


getting 
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Muscle biopsy from left calf : Dr. M. O. Skelton reports 
that, microscopically, the muscle biopsy shows no lesions 
and is normal in all respects. 


Discussion 

The main abnormality found was that affecting inorganic 
phosphorus. Normally, when active carbohydrate meta 
bolism takes place there is a fall in serum potassium and 
phosphorus, as the carbohydrate is taken into 
muscle in the form of hexose phosphate. In this patient 
however, in experiment when active carbohydrate 
metabolism takes place, there was a rise instead of a fall 
in serum inorganic phosphate. This is certainly the first 
condition in our experience, or in a search of the literature, 


inorganic 


every 


in which such a change has been noted, 

A failure of the inorganic phosphate to fall as much as 
usual in response to carbohydrate has been noted by Four- 
where the effect is due to inadequate 
sugar from the intestines; by Van Bekkun 
(1953) in muscular dystrophy, where the 
attributed to diminished muscle mass 
specific biochemical lesion; and by 
(1949) and Volk and Lazarus (1951) 
where it is due to failure to 
but in none of these 


man (1947) in sprue, 
absorption of 
and Querido 
diminished fall is 
rather than to any 
Forsham and Thorn 
among others. in diabetes, 
metabolize the carbohydrate normally 
conditions has a rise been noted 

rhe condition noted in our patient differs from the above 
in that all observations of carbohydrate metabolism 
ippear to be intestinal absorption is normal, and 
there is no evidence of diabetes, as shown by the normal 
blood-sugar leye!s after 50 g. of glucose. Pyruvate levels 
are normal, and serum potassium levels behaved normally 
n all these experiments. On the other hand, our patient 
like Asher’s case and four of Moersch and Woltman’s 
patients, did from time to time show traces of reducing sub 


other 
normal: 


stances in the urine. 

It is clear that an abnormal inorganic phosphate response 
to carbohydrate is associated with the syndrome; it is as 
vet, however, uncertain whether this is specific and causal 
to the condition, or secondary to the cramps. The asym 
metrical distribution of the affected muscles weighs some 
what against a primary metabolic origin, though it does not 
definitely exclude it. Further investigations on patients with 
other forms of stiffness are continuing and may shed light 


on this. 
Further discussion may well await the accumulation of 
further data 
Summary 


Another case of the stiff-man syndrome is described 
Experimental observations have shown an abnorm- 
ality of phosphorus metabolism: when active carbo- 
hydrate metabolism is taking place, the level of in- 
organic phosphate in the serum consistently rises instead 


of falling: it cannot yet be decided whether this 


abnormality is in any wavy causal or whether it is 
secondary to the cramps. 
No treatment has been found either to arrest the 


distressing 
attacks of 


course of the disease or to relieve the very 
and painful symptoms associated with the 
spasm 
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AFTER WEIGHT REDUCTION 
BY 


HAROLD COHEN, M.B., M.R.C.P. 
Senior Registrar, Sheffield Royal Hospital 


y must be due to overeating, although it may 
indirectly from other abnormalities. Simpson 
described a type of obesity in children as a minor 
rine disorder, and named the syndrome “ adipose 
drism” in boys and “adipose gynism” in girls 


On the other hand, Wilkins (1957) states that endocrine 
ibnormality is rarely encountered in obese children : 


ind N 
no ey 


ewburgh (1942), in a review of the subject, found 
idence that obesity in children was directly due 


to endocrine imbalance 


The 
patien 
ind w 


case histories recorded in this paper are of four 
ts, children and adolescents, who were very fat, 
ho, when first investigated, had a daily excretion 


’f 17-ketogenic steroids in excess of the normal for 
their age. This finding led to a suspicion that the con- 


dition 
tase 
Howe 


ster 
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1954) The 17-ketosteroids are the products of 


was due to endocrine imbalance, although in each 


the clinical diagnosis was that of simple obesity 


ver, with dietary restriction alone the 17-ketogenic 


yid excretion fell to normal 


Methods 


17-ketosteroid and 17-ketogenic steroid excretion was 


nined by the method of Norymberski, Stubbs, and 


1953) with the modification of Gibson and Norymber 
testi 
ind adrenal cortical hormones excreted as 17-ketones 
)-ketogenic steroids are steroids in which the side 


is oxidized to a ketone group by the method 


17 


rymberski et al. (1953) Ihe 17-ketogenic steroid 


assay therefore involves, of necessity, estimation of the 1 
ketosteroids Levell et al. (1957) estimated the norma 


range 


rt tne 


onside 


gave 
produc 
choice 


examp 


ising this method and discussed the clinical value 
17-ketosteroid and 17-ketogenic steroid assays They 
red that the 17-ketogenic steroid excretion probabl 
neasure of the adrenal function concerned with the 
tion of hydrocortisone and that :t was the assay of 
in following changes in adrenal function, as, for 


le, in observing the response to corticotrophin 


Case I 


A boy aged 14 attended the out patie clinic at the 


Sheffie 


d Royal Hospital in June, 1956 He had no symp 


¢ 


toms, but was extremely overs His weight was 12 st. 12 Ib 
81.6 kg.) His mother sta ed that he had always been big 


his re, but had starte { © become fat after he had 


tonsiliector it the age of 7 He had always been a I 


particularly ol bread He did not lay much with 
ntemporaries, partly because he found it difficult t 


it and partly because of the de rision that he had to 


id with He preferred adult compan He attended a 


modern school and had no difficulty with th 


rt from tonsille on ind an oper ation fk i deviated 


) at the age of there was no previous illness of 
He w n or child. Both parents were small and 
The father died of heart disease in 194 

il examination showed an obese boy w , . 
riae we seen over his thighs and buttocks There 
» axillary hair, but pubic hair was present. His teste 
lescended and his genital development was normal 


] thyrog Sa t. but there was no other abnorn 
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ty The blood pressure was 120/80. His height was 
66 in. (167.5 cm.), and span 684 in. (174 cm.). 

Investigations.—Urine, blood count, E.S.R., and chest 
and skull x-ray films were normal. B.M.R. approximately 
+5°. Bone age between 13 and 15 years. Excretion uro 
gram, no abnormality 17-Ketosteroid excretion, 17-keto 
genic steroid excretion, weight reduction, and progress are 
recorded in the Table 


Case 2 


A girl aged 6 was admitted to Nottingham City Hospita 


in April, 1956, for the investigation of obesity. She had 
begun to gain weight excessively at the age of 34 Her 
appetite was said to be normal, although she was fond 

starchy tood. Apart from the obesity she was quite well 


and did well at school. Her history revealed nothing rele- 
vant. Her mother weighed 16 st. (101.6 kg.) at 16 years 
Both maternal grandparents were large Iwo maternal 
uncles were over 6 ft. (183 cm.) and weighed 18 st. (114.3 
kg.). Her father and two sisters were of normal size. There 
was no family history of diabetes. 

Physical examination showed obesity, particularly of the 
chest and abdomen. Her weight was 7 st. 2 Ib. (45.4 kg.) 
height, 46! in. (118 cm.); girth at umbilicus level, 37 in 
(94 cm.); at nipple line, 364 in. (92.7 cm.) Her skin was 
delicate and soft There were no striae, no axillary or 
pubic hair, and no other abnormal! physical signs 

Investigations Blood count, glucose tolerance test, and 

ray examination of skull and wrist were all normal 
Other results are shown in the Table 

She was discharged from hospital in June, 1956, having 
lost 20 Ib. (9.1 kg.) in weight She was readmitted in June 
1957, having gained 484 Ib. (22 kg.) Since her previous 
idmission she had been quite well and lively, and had been 
doing well at school 


Physical examination showed litthe change from the pre 


ous examination except that there were red striae on the 
outer aspects of her hips Her weight was 9 st. 24 Ib 
(58.3 kg.): height 49 in. (124.5 cm.): girth at chest, nipple 
ine, 37! in, (95.3 cm.): waist, 334 in. (85 cm.) : hips, 394 in 


100 cm.): abdomen, 38} in. (97.8 cm.) 

Her blood pressure was 120/70. blood count normal ; no 
glycosuria 

Case 3 

\ girl aged 14 attended the out-patient clinic at the 
Sheffield Royal Hospital in May, 1957. She had been 
overweight since the age of 3, but had become increasingly 
obese in the past two years, having gained 70 Ib. (31.7 kg.) 
in that period. Her appetite was very good and she had 


never been on a reducing dict Menstruation, which was 

scanty and irregular, had started at the age of 13} She 

had had tonsillectomy at 8 years, but no illness of note 

Her mother, father, and two sisters were all overweight 
mother 16 st. (101.6 kg.). father 15! st. (98.4 kg.), siste f 
ged 21, 13 st. (82.5 kg.) F 
She was an obese girl with dark hair on her upper lip . 
and pubic and axillary hair Red striae were present on * 

her abdomen, but none on her thighs. Blood pressure was 
130/80: weight, 18 st. 8 Ib. (118 kg.) : height 665 in. (168.6 € 
cm.); girth at nipple line, 434 in. (110 cm.); waist, 41 in 
(104 cm.); hips, 50 in. (127 cm.) r 
n 


Y-ray examination of the chest and skull showed 
ibnormality There was no glycosuria Results of other 
investigations are shown in the Table 





Case 4 | 

A boy aged 10 attended the out-patient clinic at Stain _ 

cliffe General Hospital in May, 1957. He had no symptems : 
other than pain due to flat-feet He had always been over- 

weight. His birth weight was 8 lb. 6 oz. (3.8 kg.). At the . 

ize of 4 years he weighed 56 Ib. (25.4 kg.). His history ’ 
revealed nothing relevant He had no brothers or sisters 

His parents were plump but not grossly obese € 
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17- | 
Ketogenic | 
Steroid 
N » 
Excretion a 


17- 
Ketosteroid | 
Date Excretion 
(me 


> (meg 
24 Hrs.) . : 
Hrs 24 Hrs.) 


Weight 


Case 1 
2 6 56 180 81-6 Advised to diet 
38/56 Admitted to hospital; 
1,000-calorie diet 
Started 
6 8 S56 174 78-9 3-7 
28 8 56 20-8 
30/8/56 Discharged Diet con- 
tinued as O.P. 


iu 
Ate 
to— 


6/1/57 Admitted; 800-calorie 
diet started 

s7 10-4 17-7 

57 175 79-4 


57} 174 78-9 


op fro 
26/3, 57 Admitted; 1,000-calorie 
diet started 


I 
1 

14 2 S57 Discharged 
3 


57 178 80-7 

57 173 78-4 

57 170 7-1 

57 10-6 8-5 
<7 

‘7 171 74 

57 164 74-4 


$7 9 ) 


Discharged 


Admitted 


PA PRAA Be be me ew 


n) Discharged 


64°56 100 454 24 11-8 Admitted to hospital; 
reducing diet started 


56 94 42-6 


90 40-8 1-6 


PRA A bm ben 
. A 


16'6/56 80 16-3 Normal diet started 
196 56 Discharged 


146 57 128 58.3 Second admission: re 


ducing diet started 


24/7, 57 114 1-7 Discharged 


Admitted to hospita 
1,000-calorie diet 


206 258 started 


28 6/5 Discharged. Continued 


» diet 
1 diet 


sss 13 { 
130 ’ Started reducing dic 


Physical examination showed no signs of precocious 
puberty. Striae were present on the hips and flanks. Blood 
pressure 110/70. No other abnormal physical signs His 
weight was 9 st. 4 Ib. (S9 kg.):; height, 59 in. (150 cm.) 
span, 57 tn. (145 cm.) 

Investigations—No abnormality was found on = v-ray 
examination of the skull and abdomen. His bone age was 
1! to 12 years Serum chemistry: sodium, 156 mEq/] 
potassium, 4.2 mEq/l. ; chlorides, 112 mEq/l. Urine showed 
no abnormality Other results are shown in the Table 


Results 


Ihe details of weight reduction, dietary restriction, and 
17-ketosteroid and 17-ketogenic steroid excretion are set 
out in the Table. The weights are recorded to the nearest 
half-pound. In Cases | and 3 some weighings were made in 
the out-patient department and some in the ward, and an 
illowance of 2 Ib. (1.2 kg.) was made for the difference in 
clothing 

It is apparent that in every case the 17-ketogenic steroid 
excretion was considerably in excess of the normal for the 
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age before the patient began to reduce weight by dieting 
With the exception of Case 1 the 17-ketosteroid excretion 
was only slightly raised or at the upper limit of normal. 
Weight reduction due to dietary restriction was always asso- 
ciated with a fall in both 17-ketosteroid and 17-ketogenic 
steroid excretion, 

The first patient (Case 1), although on a reducing diet. 
apparently gained alittle weight initially, yet there was a 
fall in his 17-ketosteroid and ketogenic steroid excretion. 
This suggests that the calorie intake rather than the weight 
loss may be the determining factor in producing the fall in 
17-ketogenic steroid excretion. 


Discussion 


17-Ketogenic Steroid Excretion—-The upper limit of 
normal 17-ketogenic steroid excretion in boys aged 11 and 
14 is 9 and 12 mg. a day, and in girls aged 7 and 14 is 5 and 
11 mg. a day respectively (Levell ef al., 1957). In the 
above cases the values recorded before dieting started were 
all well above normal. If the patients were compared with 
normals of their own weight rather than age, then with one 
exception (Case 1) the 17-ketogenic steroid excretion would 
be within normal limits. Norval and King (1950) found 
the urinary excretion of corticosteroids (expressed as milli- 
grams of 11-dehydrocorticosterone) in normal children 
to be closely related to their weight. In the above cases 
the raised 17-ketogenic steroid excretion may be due, 
therefore, merely to increased weight, but this is unlikely, 
as a small loss of weight produced such a marked fall in 
17-ketogenic steroid excretion. Gray et al. (1956) have 
shown that in children with adipose gynism and adipose 
gynandrism (see above) the urinary excretion of hydro- 
cortisone was significantly increased above that of normal 
chiidren, although there was no_ significant difference 
between adipose and normal children in the excretion ot 
17-ketosteroids. They compared the groups of children by 
age and did not take weight into account. 

Overnuirition in Childhood.—Wolff (1955) studied obesity 
in childhood. In a careful investigation he found that obese 
children were taller than normal children (normality being 
based on measurements of children from all social classes), 
but the height of obese children was not significantly above 
that of children of the professional class. He suggested that 
this provided evidence that the obese child’s height was not 
outside the normal range and was merely the result of very 
adequate or more than adequate feeding. During a period 
of rapid weight reduction obese children gained height at 
less than the expected rate, He also showed that in obese 
children the onset of puberty occurred approximately one 
year in advance of the time of its onset in normal 
children 

Endocrine Changes in Malnutrition.—Landau et al. (1948) 
studied the effect of starvation on 17-ketosteroid excretion 
Three normal men and one obese woman were starved to: 
four days, being given water or water plus salt supplements 
only. In every case there was a decrease in 17-ketosteroid 
excretion by at least 50 In an investigation on convicts, 
Hamilton and Hamilton (1948) found that the ketosteroid 
excretion of these men was slightly lower than normal 
They observed that most of the prisoners disliked their diet 
and had lost weight during imprisonment 

Undernutrition produces no change in steroid excretion 
in Cushing's disease. A woman aged 24 who had Cushing's 
disease weighed 21 st. (133 kg.) when first seen On a 
reducing diet her weight fell by 3 st. (19 kg.), but her 17 
ketosteroid and 17-ketogenic steroid excretion remained 
consistently raised, 

Extreme inanition in a Japanese prisoner-of-war camp 
produced, in American prisoners, loss of libido and loss of 
hair, changes similar to those seen in a castrated male. 
Suggesting a decrease in the production of sex hormones 
(Jacobs, 1948) 

Perloff et al. (1954) investigated gonadal, thyroid, and 
adrenocortical function in five patients. four of whom were 
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ndernourished owing to anorexia, and one of whom had 


sprue. They found a decrease in all glandular activity, and 
co ded that the functional activity of the pituitary gland 
xe greatly impaired by starvation This functional 
hypopituitarism was reversed in one case by refeeding 
In children the results of underfeeding afford a direct 
contrast to the changes noted in obese children Under 


shed children are small and thin, and skeletal and 


sex ituration may be retarded Signs of decreased 
pituitary activity can result, in children, from malnutrition, 
he intensity of the signs being roughly proportional to the 
de ¢ indernutrition (Talbot ef al., 1952 


Speculation 


h siloant ay _ ¢ ; . ; ‘ 
l! s Ga evidence ha indernutrition produces 
sift ‘ by . shat 
tuitaris The converse, that overnutrition produces 
pituitaris vould explain the observations made on 
ld re ’ 
dren Increased growth, earlier puberty, and in 
ed adrenocortical activity could be explained on the 
sie af thic hynoth } 2 in 17 
vpothesis Ihe change in 17-ketogenic steroid 
described in this paper might be due to an altera 
’ VY activi esulting trom the change from 
to de tritic 
I pothesis gent reconcile the views of those wh 
s es childhood to be entirely nutritional in 
. eh . r ¢h 
d those who consider the condition to be an endo 
S de 
Summary 
[he case histories are recorded of four patients 
' , nd leccante } } : 
cniiaren and adolescents who suffered from obesity. 


Each patient initially had a r uised urinary excretion of 


Ketogenic steroid, which became normal after weight 


re ; / " . . ~¢ ; 
eduction due to dietary restriction. In one patient this 
phe enon was observed on two occasions. Obesity 


’ 
in childhood is briefly discussed, and it is suggested that 
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GUSTATORY SWEATING AND 
PILOMOTION 


BY 
ANDREW HERXHEIMER, M.B. 
l er in Therapeutics, St. Thomas's Hospital Medical 


School, l ondon 


it has been known for some years that pathological 
gustatory sweating may follow cervical sympathectomy 
but the phenomenon has not been satisfactorily ex 
plained. In the case reported here, accidental operative 
damage to the sympathetic was followed by gustatory 
sweating and gustatory pilomotion, a condition not 
hitherto recorded. An explanation of these symptoms 
is put forward 


Case Report 
A woman developed pulmonary tuberculosis in 1946 at 
the age of 21. In 1947 she had a three-stage thoracoplasty 
on the left side, in which the upper eight ribs were removed 
The presence of many adhesions made the operation difh 
cult. The disease has now been inactive for several years 


She first noticed gustatory sweating in 1948. Since then 


has gradually increased in intensity. Sweating begins at 
once when she eats chocolate, certain sweets, fruit cake 


Swiss roll, pickles, or cheese. It is confined to the left side 
and is so profuse on the neck and shoulder that she often 
has to wipe the skin. She also has goose-skin in the same 
reas : this is accompanied by a tingling sensation 

When seen in 1956, she appeared healthy, though thir 
An incomplete Horner’s syndrome was present on the left 
side, with the left pupil smaller than the right. In the fast 
ing state, sweating was detected by Wada’s (1950) method 
yn the left side of the face and neck, but not on the right 


[his sweating was much less than that evoked by the foods 


Indirect heating by immersion of the legs in warm wate 
to sweat considerably on the normal side, but 
n the left side of the face and neck and the left 

ind arm Finger and hand plethysmograph 
showed that the vessels of the right hand constricted sharply 
esponse to nervous stimuli, such as a sudden noise ; ot 





side no constriction occurred 

The taste of chocolate induced sweating and pilomotior 
within half a minute. Sweating could be detected by Wada's 
1950) method on the whole of the left arm, except on the 











p but was much less intense than on the left side of the 
eck id sh Ide G Se-Sk vas observed as far dowr s 
h idle the forea Proximally. on the neck and 

shoulde t appeared in an almost continuous sheet ; distally 

it was patchy and less intense Occlusion of the arterial 
supply to the arm by a pneumatic cuff prevented neithe 
sweating nor the development of goose-skin below the cuff 
esp » the taste of rcolate Pressure on the 
d si did cause motion or an increase i 
we 
Discussioa 

bsence of thermal sweating on the left side of the 
i ch d the | shows that the sweat glands 
} h ) } lis vat That th 
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(1957). They have shown in cats that section of pre- o1 
post-ganglionic sympathetic fibres is followed by the growth 
of sprouts from neighbouring axons. The stimulus leading 
to sprout formation is probably a humoral agent released 
by adjacent degenerating nerve fibres (Edds, 1953). These 
sprouts may reinnervate the denervated structures, provided 
that they are of the same type (cholinergic or adrenergic) as 
the axon they are replacing. It was found, for example, 
that sprouts originating from the vagus reinnervate 
ganglion celis in the cervical sympathetic that have lost their 
afferent (pre-ganglionic) fibres. Murray and Thompson 
(1957) suggest that a similar ingrowth of sprouts from the 
vagus could explain the gustatory sweating that may follow 
cervical sympathectomy in man. The pilomotion observed 
in this patient is an important piece of evidence, because it 
is mediated by adrenergic fibres, while sweating is mediated 


can 


by cholinergic fibres It is highly unlikely that the 
cholinergic vagus fibres could make a functional connexion 
with structures innervated by adrenergic fibres It is 
probable, therefore, that reinnervation has _ occurred 


proximal to the ganglion, since all pre-ganglionic fibres are 
cholinergic. Reinnervation at this level, by sprouts from 
the vagus, would explain the simultaneous occurrence of 
sweating and pilomotion in response to gustatory stimuli. 
No change in the fibres need then be 
postulated 

No satisfactory explanation has so far been found for the 
gustatory sweating and flushing that often follows disease 
or injury in the parotid or submandibular region (Goatcher, 
1954; Young, 1956). The work of Murray and Thompson 
(1957) now suggests that in these cases denervated sweat 
glands and perhaps vasodilator receptors have been reinner- 
vated by sprouts from neighbouring cholinergic fibres. 

Gustatory pilomotion has not described before, 
presumably because goose-skin is very difficult to detect on 
the face. It seems possible that the tingling which in many 
patients accompanies gustatory sweating results from pilo- 
motor activity that fails to produce visible goose-skin. 


post-ganglionic 


been 


Summary 
\ case is reported of gustatory sweating and pilo- 
motion following operative damage to the sympathetic. 
It is suggested that sprouts have grown out from the 
vagus and made connexions with sympathetic ganglion 
cells whose normal pre-ganglionic afferent fibres have 
been divided. 
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Six American women medical scientists will leave during 
week in May for a one-month tour of medical 
institutions in the Soviet Union. Preliminary arrangements 
tor the trip have been completed by the National Academy 


1OT 


the second 


of Sciences in co-operation with the Rockefeller Foundation, 
the American Medical Association, and the American Medi 
cal Women’s Association The visit is the result of an 
exchange entered into by the U.S. Department 
of State and the Soviet Union Last October six women 
S.S.R. spent a month in the United 
institutions in six cities in the East 
headed by Dr. 
Hospital, 


cardiac 


agreement 
scientists from the lt 
States visiting medical 
and Middle West Ihe delegation will be 
HELEN B Johns Hopkins University 

a paediatrician specially for her work on 


I AUSSIG, of 
known 


disease in children 
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VOLVULUS OF CAECUM COMPLICA- 
TING NON-ROTATION OF MIDGUT 


A CASE SIMULATING REVERSED ROTATION 
BY 
M. F. BUTLER, M.B., F.R.C.S. 


Senior Surgical Registrar, Kingston and the Westminster 
Hospitals 


Non-rotation of the midgut is an uncommon anomaly 
in which the second stage of rotation completely fails 
to occur. The midgut returns to the abdomen during 
the tenth week of foetal life in the same relative position 
that it occupied while in the umbilical cord ; the small 
intestine remains largely to the right of the midline and 
the large intestine to the left, with the terminal ileum 
entering the right aspect of the caecum. The condition 
has been well described by Dott (1923) in his classic 
paper on the anomalies of intestinal rotation. 

[he importance of non-rotation stems mainly from 
the fact that the mesentery of the midgut in these cases 
often fails to develop any secondary adhesion to the 
posterior abdominal wall, or does so in an incomplete 
and irregular manner. As a result of this deficient fixa- 
tion, massive torsion of the midgut loop is apt to occur, 
particularly during the neonatal period, resulting in the 
well-known condition of volvulus neonatorum. A lesser 
degree of volvulus, confined in its effects to the caecum 
or ileo-caecal region, appears to be an uncommon com- 
plication of non-rotation, and reference to the readily 
available literature has revealed record of only four such 
cases (Rixford, 1920; Bulman, 1924; Carter, 1938; 
River and Reed, 1942). The following case is of 
particular interest on account of the volvulus having 
occurred in such a manner as to give a close simulation 
of the rare anomaly of reversed rotation. 


Case Report 

A married woman of 37 was admitted to Kingston 
Hospital as an emergency case on May 6, 1956. For some 
20 hours previously she had had severe central abdominal 
pain, colicky at first, but later becoming continuous. She 
had been nauseated, but had not vomited. Flatus had not 
been passed since the onset of the pain, and her abdomen 
had become noticeably distended. Since childhood she had 
been subject to recurrent attacks of similar pain, but these 
had never before lasted more than an hour or two, nor been 
of the severity of the present attack. She had always had 
a tendency to constipation 

On examination her general condition was good, though 
she was clearly in considerable pain. Her temperature was 
99° F. (37.2° C.), pulse 60, B.P. 110/80. The abdomen 
was moderately distended and showed generalized tender 
ness but no rigidity. The bowel sounds were obstructive in 
character. There was some guarding in the lower abdomen, 
where a_ centrally placed, soft, ill-defined tympanitic 
swelling some 8 in. (20 cm.) in diameter was palpable. 
[here were no other significant findings on physical 
examination. A straight x-ray film of the abdomen showed 
gross gaseous distension with a very large fluid level in the 
pelvis A diagnosis of acute obstruction of the large in- 
testine, probably due to volvulus, was made 

Operation. -Under general anaesthesia the previously 
noted swelling was readily visible and palpable, extending 
from the pubis to well above the umbilicus. A right para- 
median incision was made, and the swelling was found to be 
a grossly distended but viable caccum and ascending colon. 
It was readily delivered out of the wound, and on following 


up the distended ascending colon the latter was found to 
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disappear beneath the tightly stretched mesentery of the 
bowel in the region of the hepatic flexure; collapsed 
transverse colon emerged at the far side of the mesentery. 
Che wall of the colon was twisted at the point where it 
disappeared (Fig. 1). There was moderate distension of the 
lower part of the small bowel, but clearly the ileo-caecal 
valve had remained competent, resulting in a closed-loop 
obstruction of the right colon Apart from the obvious 
twist in the colon at the point of obstruction, the anatomy 
as found at operation closely resembled that so well depicted 
in association with some of the case reports of reversed 
Dodd (1923) and Donald (1927). 
After delivering most of the small intestine out of the 
wound it was a simple matter to reduce the volvulus by 
Otating the caecum and ascending colon through 180 
degrees in an anticlockwise direction. It was then clear that 
this was in fact a case of non-rotation, the colon being 
itirely left-sided (Fig. 2). The caecum lay low down in the 
left iliac fossa adjacent to the lower end of the descending 
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wise rotation of the whole of the free part of the midgut 
loop to occur. The duodenal end of the loop was not 
obstructed in any way as a result of the volvulus, whereas 
the colonic end was not only compressed between the taut 
mesentery crossing it in front and the spine behind, but also 
axially rotated at the same point (Fig. 1). 

In the rare anomaly of congenital reversed rotation the 
herniated part of the midgut loop undergoes a 180 degrees 
clockwise rotation at the time of its return to the abdominal 
cavity in the tenth week of foetal life. This results in 
anatomical relationships almost identical to those found at 
Operation in the case here described, in which a very similar 
rotation had occurred as an acquired event. Rose (1941) 
pointed out that commencing volvulus of the whole mid 
gut loop associated with non-rotation would give a condition 
closely simuiating reversed rotation, and suggested that this 
was possibly the true explanation of some of the cases 
previously reported as examples of reversed rotation. The 
case described above would seem to support this contention 
From the practical point of view, when a 
case of apparent reversed rotation is dis- 








a 














covered at operation, and fixation of the 
mesentery to the posterior abdominal wall is 
found to be lacking. it would appear well 
worth while attempting to reproduce the 
state of non-rotation by rotating the whole 
midgut through 180 degrees in an anticlock- 
wise direction. If this could be accom- 
would be a simple, safe, and 
physiologically sound method of relieving 
compression of the transverse colon. It has 
been shown by Ladd and Gross (1941) that 
intestinal function in the non-rotated posi 
tion is quite satisfactory 


plished it 


Obstruction of the transverse colon supe! 
vening in cases of congenital reversed rota 
tion is usually ascribed to compression by 








\\ eo / the overlying superior mesenteric vessels 
~ y Nena. “ , Comparison with the case here described 
») [ —— ; Suggests the possibility that axial torsion of 
a ly . cat Sa J the bowel wall may on occasion be a contri 
SI ‘ — butory factor Case reports by Doyle (1937) 
ce a y ind Maxwell Ellis (1944) lend some support 

to this view 
S Comparison of the present case with the 
four previously reported cases of caecal 
I Fic. 2 volvulus and non-rotation reveals interesting 
Fi Diag of condition found at operation, showing obstruction at hepatic differences Whereas in the latter the 
flexure by compr on from overlying mesen nd axial torsion of the bowel volvulus was in each case confined to the 

wall. Fic. 2.—-Diagram of condition after reduction of the volvulus, showing 

basic anomaly of non-rotation caecum or ileo-caecal region, in the case 
here described the whole of the free part 
ce ind the ileum entered it on its right aspect [he of the midgut loop had in fact rotated, though the ill effects 
scending col passed upwards to join a short transverse were confined to the right colon. A closed-loop obstruction 
colon, and the left colon was in the normal position. The had developed between the competent ileo-caecal valve and 
ght colon and the small bowel shared a common free the point of torsion and compression at the hepatic flexure 
mesentery, unattached posteriorly except at its root There It is, of course, just possible that the case here reported 


were a few adhesions in the region of the duodenum and 


ipper jejunum, but when these had been divided the 
duodenum was seen to pass downwards entirely on the 
ight-hand side of the supe mesenteric vessels. 
Reduct f the volvulus resulted in immediate reliet ot 
the obstruction : the bowel was left in the position of non 
and 1 ittempt was made to fix it. The abdominal 
was repaired in | : 
1¢ post-operative course was uneventful, and the patient 
" discharged home on May 16, 10 days after operation 
She has subsequently remained well, though still troubled by 
g compl if constipatior 
Comments 
[he basic anomaly in this case was non-rotation of th 
midgut, as depicted in Fig There was complete lack of 
uny secondary fixation of the midgut mesentery or of the 


bowel itself from the level of the second part of the 
duodenum to the hepatic 


flexure This had allowed clock 


was in fact one of congenital reversed rotation. Howevet! 
the view of it given above seems more likely because of the 
ease of reduction to the non-rotated position and the natural- 
looking lie of the intestines in the latter position. Further 
more, there was no hypertrophy of the caecum such as onc 
might have expected had there been long-standing partial 


obstruction 


Summary 


A case is described of non-rotation of the midgut 
complicated by volvulus of the caecum. 
between the condition found at 


Close similarity 


operation and reversed rotation is noted 

Certain aspects of reversed rotation are discussed in 
relation to the case described. 

My thanks are due to Mr. L. R. Leask for permission to 
publish this report and to Mr. W. H. W. Jayne for his helpful 
dvic 
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Medical Memorandum 





Recovery after Rupture of Liver in Newborn Infant 


Recovery after rupture of the liver in the neonatal period 
has rarely been recorded, although the condition is a sur- 
prisingly frequent post-mortem finding. In her analysis of 
2,000 perinatal deaths in Chicago, Potter (1940) recorded 24 
cases of intraperitoneal haemorrhage due to injury to the 
liver, J. L. Emery (1957, personal communication) found 
five such cases in a series of 1,000 perinatal deaths in 
Sheffield. 

We have been able to find only six reported cases of sur- 
vival following this injury. Of these, Arden (1946, 1951) in 
Brisbane described four, one was successfully treated by 
Rubovits and Strauss in Chicago (Rogers, 1934), and one 
was reported by Greaves (1955) 


CASE REPORT 


Ihe infant, the fourth child of normal parents, was born 
at home by spontaneous vertex delivery on August 26, 1956. 
Ihe second stage of labour lasted 10 minutes, and the infant, 
though cyanosed, cried immediately and did not require 
esuscitation. Birth weight was 9 Ib. 4 oz. (4.2 kg.). For 
the first five days he behaved normally in every respect and 
appeared to be a healthy infant. During the fifth night he 
cried at 2 a.m. but appeared quite normal when fed at that 
time At 7 a.m. his mother noticed that he looked pale 
and that he would not suck. The general practitioner, on 
seeing the child an hour or two later, arranged his imme- 
diate transfer to hospital 

On admission at 12 noon he was extremely pale, limp, 
and a little dyspnoeic A few petechiae were seen on the 
forehead and there was a subconjunctival haemorrhage of 
the left eye. Slight abdominal distension was noted at this 
time. The haemoglobin was 24 (3.5 g./100 ml.) 

As it was apparent that a severe haemorrhage had 
occurred a blood transfusion was started immediately, 
130 ml. of blood being given via the umbilical vein during 
the afternoon. Vitamin Ki, 1 mg., was injected intramus- 
cularly The baby’s colour and general condition improved 
greatly, but the abdominal distension became more marked 
There were definite signs of free fluid in the abdomen: 
shifting dullness could be demonstrated, although. in the 
right flank, the percussion note remained dull constantly) 
Rectal examination showed fullness of the rectovesical 
pouch. It was now obvious that the bleeding was into the 
peritoneal cavitv, and a diagnosis was made of haemo 
peritoneum due to rupture of the liver 

At 7 p.m. laparotomy, under general anaesthesia, was 
performed by Mr. N, F. Kirkman, A transverse epigastric 
incision was made. Approximately 180 ml. of blood, partly 
fluid and partly clotted, was present in the peritoneal cavity. 
mainly in the right subhepatic region There were two 
tears of the liver capsule on the inferior surface of the 
right lobe, from which a persistent o07e occurred. There 
ilso appeared to be some bleeding from the posterior sur 
lace. Owing to the friability of the liver, several catgut 
Sutures which were inserted failed to control the bleeding 
Eventually the gall-bladder was sutured to the anterior edge 
of the liver in order to compress the bleeding area on the 
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inferior surface, and the posterior surface of the liver was 
covered with gelatin foam. The abdomen was closed with- 
out drainage. 

A further 300 ml. of blood was given over a period of 
eight hours during and after the operation, and 1 ml. of 
10% calcium gluconate and 2 mg. of vitamin Ki, were 
administered. A course of penicillin was given. Distension 
of the abdomen was noticeable for four days, but gradually 
subsided. The infant made a good recovery and was 
discharged from hospital 14 days after operation. At that 
time the haemoglobin was 117% (17.3 g./100 ml.), and he 
appeared well. 

When last seen, aged 6 months, he was a healthy-looking 
baby weighing 20 Ib. (9 kg.). The liver was normal in size 
and the haemoglobin was 86° (12.7 g./100 ml.). 


COMMENT 

Rupture of the liver occurs most frequently in large babies 
and premature infants. When injury to the liver is severe 
enough to tear the capsule immediately, death during or 
very shortly after delivery is the rule, Nearly all the pre- 
mature infants affected die at this stage. Less severe trauma 
may cause a subcapsular haematoma, and in such a case 
there is normally a period of one to seven days after birth 
during which the baby progresses normally. Rupture of 
the capsule overlying the haematoma may then occur, allow- 
ing escape of blood into the peritoneal cavity and, with the 
release of pressure, further bleeding from the surface of 
the liver. 

Henderson (1941) analysed the principal features in 
cases from the literature in which the clinical signs had been 
described. The most characteristic finding was the sudden 
onset of severe anaemia, which was recorded in 19 instances. 
Dyspnoea, crying, signs of shock, and abdominal distension 
were each noted in some of the cases. In Arden’s series 
(1951) sudden onset of pallor was observed in all six cases. 
In four abdominal distension was noted, and in two of these 
definite signs of free fluid in the abdomen could be elicited, 
as occurred in our case. 

The mechanism of the injury may be apparent as in the 
cases occurring after attempts at external version (McNitt, 
1932), injuries to the mother’s abdomen (Henderson, 1941). 
difficult labour with breech delivery or contracted pelvis 
(Genell, 1930), and violent resuscitative measures (Nuss- 
baum, 1932). In a high proportion of the cases reported 


,7) 


the only abnormal factor has been the large size of the 
infant. where compression of the thorax and abdomen 
may be inevitable during a normal delivery. Gruenwald 
(1948) emphasizes the danger of compression of the thorax, 
leading to downward displacement of liver and tearing of 
the supporting ligaments 

Although a few untreated cases have survived 24 hours or 
more after the appearance of signs of bleeding (Pim and 
Barlow, 1932; Henderson, 1941) two of Arden’s patients 
died within 10 minutes of the onset of symptoms. This 
emphasizes the urgency of blood transfusion as soon as the 
diagnosis is suspected. In some instances this may be the 
only treatment necessary, but arrangements for operation 
should be made lest bleeding continue. 


We thank Dr. Duncan Macaulay and Mr. N. F. Kirkman for 
permission to publish this case and for their helpful advice 


Hitary Grant, M.B., B.Chir., D.C.H 


Formerly Registrar, 


Hevcen E. Worstey, M.B., Ch.B.. D.C.H.., 
Formerly Senior House Officer 
The Duchess of York Hospital for Babies, Ma 


chester 
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PSYCHO-ANALYSIS OF THE CHILD 


The Psychoanalytic Study of the Child. Volume XI. Man- 
aging Editors: Ruth S. Eissler, M.D., Anna Freud, LL.D., 
Heinz Hartmann, M.D., and Ernst Kris, Ph.D. (Pp. 470 
55s.) London: Imago Publishing Co. Ltd. 1957 
This Imago annual has well justified itself generally, and it 
is especial value for psycho-analysts because in these 
volumes has appeared a series of important original papers 
n ego psychology, representing a significant trend in 


modern psycho-analytic 
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disability rather than the healed fracture. Hence he has 
brought into this volume information on many matters, 
recognized as complications but often neglected. There is 
so much subject-matter concentrated into a volume of 
moderate size that the author has found it difficult to limit 
certain parts in order to include others of particular interest 

Ihe general considerations, including the chapter on 
plaster technique, occupy about one-quarter of the book 
and are sound in principle, attracting attention more than 
the chapters on limb fractures. So many methods of treat 
ment are recognized as satisfactory when correctly used, 
ind so many reports on end-results make every author's 
task most difficult. In this book will be found many ex 
cellent methods of treating almost every type of fracture 
described, but in a book of this size it may not be wise 
to mention so many types of bone injury—for example, at 
the ankle -nor the alternative methods of treatment, unless 
it is possible to state dogmatically when each type of treat 
ment is indicated. Although the description of the fracture 
and its treatment is excellent, an inexperienced junior fol 
lowing this book might well try in the first place a treatment 
which was really not indicated, and in some areas he might 
have difficulty in deciding what was suitable for child and 
what for adult 

There is a reasoned recognition of the value of non 
operative and operative treatment. Rehabilitation is fully 
described. There is an interesting appendix on “ Fracture 
Index and Disability Tables.” The times given when a 
yatient is fit for light work and the total disability period 


i:ppear optimistic. References at the end of each chapter 
ire practical and up to date. The book is profusely illus 
trated, many line drawings being particularly helpful. The 
ndex and some references to figures are not perfect. The 


mass of information in the book will be attractive to mat 
who are constantly dealing with trauma 


Sr. J. D. BUXTON 


LIVINGSTONE AS DOCTOR 


Livingstone the Doctor: His Life and Travels. A Study in 

Medical History By Michael Gelfand, O.B.t M.D., 

F.R.C.P. Foreword by C. Hely-Hutchinson. (Pp. 333+ xix; 

illustrated. 42s.) Oxford: Basil Blackwell. 1957 
There are many “ Lives of Livingstone,” each one interesting 
in its own way. In Dr. Gelfand’s book one sees this strange 
man missionary, visionary, explorer, doctor—from a 
different angle. Many of Livingstone’s biographers—Cham 
berlain, Campbell, Blaikie, Fletcher, and others—stress that 
Livingstone’s life in Africa was stimulated by his missionary 
zeal. Dr. Gelfand concentrates more on his work as a 
doctor and explorer and brings new light to the fuller under- 
standing of the great man’s character. We read how Living- 
stone almost discovered the cause of malaria and how he 
failed. Convinced that the bite of the tsetse fly killed his 
inimals, he never connected the bite of the mosquito with 
the African fever, though he realized that the low-lying. 
swampy ground where mosquitoes abounded was where the 
fever was at its worst. His experiments with prophylactic 
quinine, using the sulphate salt, as a defence against the 
fever are interesting : if he had had the more soluble salt his 
efforts to control the fever might have been better, the 
modern methods of prophylactic control being of course 
unknown in his day 

To the Livinestone “fan” this book adds but little to 
existing knowledge ; there is nothing that one can pinpoint 
in this estimation of Livingstone’s life which can be classed 
is original. The final pathetic story of the faithfulness of 
Livingstone’s native staff in embalming and transporting his 
hody from his death place at Chitambo to Zanzibar is well 
told. Of the many reasons advanced for this decision, one 

uld prefer to think that these devoted servants performed 


their almost impo sible task through sheer love for then 
mast Livingstone had that essential quality of all great 
leaders, the power of instilling trust in all who came in con 


tact with him The book brings out in sharp relief the 
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amazing fortitude and determination of the man whose 
sincere interest in life was the spread of the Gospel, but 
whose urge to cross frontiers has given his name to history 
as one of the greatest British (Scottish) explorers and builders 
of our now so rapidly departing empire, and at the same time 
demonstrates that he was a physician of no mean calibre 


J. C. A. Dowse. 


CORTISONE THERAPY OF RHEUMATISM 
Cortisone Therapy: Mainly Applied to the Rheumatic 
Diseases. By J. H. Glyn, M.A(Cantab.), M.D., M.R.C.P.., 
D.Phys.Med. Foreword by the Rt. Hon. the Lord Cohen of 
Birkenhead, M.D., D.Sc., LL.D., F.R.C.P., F.A.C.P 
(Pp. 162+x. 21s.) London: William Heinemann Medical 
Books Ltd. 1957, 

The adrenocortical steroids and their synthetic analogues are 
potent remedies which can be of great value, but their in- 
discriminate use can also cause serious and even dangerous 
side-effects. The indications for their employment in rheu- 
matoid arthritis and other related diseases are not likely to be 
fully worked out for some years, but these preparations are 
nevertheless being widely used. This book gives a concise 
account of the various steroids at present available and of 
their effects both desirable and undesirable, together with 
detailed advice on how they should be administered. Some 
indications and contraindications are discussed in the light 
of the author’s personal experience and the results of the 
reported studies and controlled therapeutic trials. Though 
not everyone would agree with the wide indications for long- 
term steroid therapy set out by the author, this volume 
should nevertheless prove an invaluable guide to practi- 
tioners and physicians responsible for the care of patients 
receiving such treatment 


J. H. KeELLGREN. 


CAVITY ELECTROCARDIOGRAPHY 


Electrocardiographie Endocavitaire. By H. Latour and P 

Puech Preface by Professor G. Giraud (Pp. 306+ix 

illustrated. 3.200 fr.) Paris: Masson et Cie. 1957 
This book gives an interesting account of a new study which 
is beginning to produce some results Ihe record of the 
potentials in the cavities of the heart, so far as they can 
be reached with the cardiac catheter, may help to clear up 
some obscurities which the limb leads and precordial leads 
have not entirely explained. An interesting field concerns 


the curves of the auricular arrhythmias. The authors con- 
sider that auricular flutter can be divided into two types 
one common, one rare. The commoner is distinguished by 


being more favourably recorded by Vi and so by leads 
The auriculogram agrees with 


2 


standard 2 and standard 3 
the theory of a progressive depolarization running in a 


, 


caudocephalic direction pointing posteriorly. The rarer type 
has a faster rate and appears better in lead VL and so in 
standard |. Here the progress of depolarization is cephalo- 
caudal. A focal origin is claimed for these arrhythmias, 
the 


common type arising at the foot of the interatrial 
septum, and the rarer from a spot higher up In the 
common type the left auricle slightly precedes the right ; in 
Fibrillation is not shown to 


the rarer the opposite occurs 


be due to circus movement, but rather results from erratic 


ind variable conduction which depends on the very fast rate 
of impulse formation The authors have found indications 
that flutter and fibrillation can be present together There 


is not much information about infarcts Asynchronous 


ventricular contraction is not considered in any new light 


There are sections also on auricular hypertrophy. Occa 
do arise, of course, when a hole in the septum allows 
tl potentials from the left side to be recorded 


The figures are clear and 


This is an interesting study. 


we set out Ihe text is concise and exact The book 
n be recommended, for it is interesting to see how these 
ne studies confirm or refute previous ideas. 


TERENCE EAST 
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EPILEPSY 

The Epileptic Seizure: Its Functional Morphology and 

Diagnostic Significance. A Clinical-Electrographic Analysis 

of Metrazol-induced Attacks. By Cosimo Ajmone-Marsan, 

M.D., and Bruce L. Ralston, M.D. (Pp. 251+xii; illus- 

trated. 45s.) Springfield, Illinois: Charles C. Thomas. 

Oxford: Blackwell Scientific Publications. 1957. 
In this monograph the authors describe a method of “ acti- 
vating” an electroencephalographic focus in patients with 
epilepsy. Methods of this sort are increasingly being used in 
electroencephalographic laboratories to reveal foci of ab- 
normal spikes in patients in whom, in other circumstances, 
the site of maximal abnormality is obscure. The ultimate 
therapeutic purpose of such study is, of course, to find 
something to remove surgically, an ambition which is at 
present fulfilled in only a few patients, largely because in 
the majority the attacks can be controlled by less damaging 
means. The authors of this study are engaged in research 
into the relationship of the site of the electrical discharge to 
the nature of the resulting epileptic disturbance, and almost 
the whole of their report analyses and collates their observa- 
tions. These add to the accumulating mass of facts about 
epilepsy, but the main value of the work is in providing an 
easy technique to use in patients who may benefit from 


cortical excision. . 
DENIS WILLIAMS. 


THE “ HANGOVER ” 

The Hangover: A Critical Study in the Psychodynamics of 

{lcoholism. By Benjamin Karpman, M.D. Illustrations by 

Wesley R. Wilken. (Pp. 531+xxiii; illustrated. 72s.) 

Springfield, Illinois: Charles C. Thomas. Oxford: Blackwell 

Scientific Publications. 1957 
The undesirable sequel of excessive indulgence in alcohol is 
known as the “hangover.” Dr. Karpman believes that the 
phase of hangover, usually forgotten as soon as possible, is 
worthy of attention, for therein is found an answer to the 
question: Why does so-and-so drink to excess? The 
chronic alcoholic is invariably the victim of a neurosis, and 
its motivation can be understood and controlled by psycho- 
therapy, provided the hangover be carefully studied. This 
claim is supported by autobiographical records of seven men 
and seven women. The stories throw considerable light 
upon the onset of indulgence : sexual problems, particularly 
homosexuality ; the insidious development of chronicity ; 
guilt, despair, and ultimately social decadence. Karpman, 
unlike workers in the United Kingdom, gives little promin- 
ence to the dangers of suicide Men usually come to 
see that alcohol is secondary to their emotional maladjust- 
ment, whereas women, having less insight in these matters, 
deny emotional maladjustment and blame external circum- 
stances for their excesses. The author has no faith in 
physiological techniques such as deconditioning. and em- 
ploys psychotherapy only rather than a combination of 
physiological and psychological methods. The encouraging 
results of treatment are described in general terms: 
it seems probable that the personality of Dr. Karpman 
played a big part in obtaining the cures Most of the 
women were unable or unwilling to talk during the hang- 
over. and so we learn nothing about the motivation of their 
symptoms beyond what may be guessed from their activities 
during alcoholic bouts. 

As a guide to treatment the volume is disappointing 
Nev ertheless it does give a picture of the “ variegated ribbon 


of symptomatology,” and this in itseif Is a useful contribu- 

1) 

—_ E. A, BENNET. 
the National Library of Medicine Catalog of ma erial added or 


recatalogued in 1956 is now available from the Card Division, 
Library of Congress, Washington 25, D.C., U.S.A. ($17.90). This 
annual volume, a joint product of the National Library of Medi- 
cine and the Library of Congress, is the successor to the /ndex- 
Catalogue of the Surgeon General’s Library. It was first pub- 
lished in 1949, and a cumulative catalogue for 1950-4 is also 
available 
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PULMONARY EMBOLISM 


Pulmonary embolism is found in about 10% of 
routine necropsies. It occurs as often in medical as 
in surgical patients, and is particularly common in 
those dying of heart failure. The diagnosis is largely 
clinical and made by a combination of suggestive 
features. The classical sudden onset of dyspnoea 
and pleural pain followed by haemoptysis causes 
little diagnostic difficulty, but often these are not all 
present. Dyspnoea alone may be a most baffling 
symptom. Sweating, tachycardia, fall in systemic 
blood pressure, and rise in venous pressure will at 
once raise suspicion. The electrocardiogram is of 
help when it develops the pattern of acute right ven- 
tricular “ 
embolus is massive or embolism has been repetitive. 


strain,” but this will occur only when the 


Usually the electrocardiogram will be normal unless 
the jugular venous pressure is raised. Radiology 
is often disappointing, probably because portable 
apparatus is used, the patient cannot stop breathing, 
the embolus frequently infarcts lung behind the heart 
shadow, and the radiograph is taken too early. How- 
ever, after the first twenty-four hours some form of 
abnormal shadow is likely to be seen. D. S. Short 
found that of ninety-four patients who had suffered a 
pulmonary infarction eighty-five showed some abnor- 
mality suggestive of infarction. These abnormalities 
are usually not cone-shaped or triangular, as some- 
times described, but more often there is evidence of a 
pleural effusion, the diaphragm is raised, or there is 
diffuse cloudiness. As the infarction resolves, linear 
shadows and bands are commonly seen 

The search for an embolic source is important 
During the war, when vein ligation had such a vogue, 
phlebothrombosis of the deep calf veins was probably 
diagnosed too often. The typical features are a slight 
rise in temperature and pulse rate, duskiness of the 
skin, prominent veins and a little swelling in the 
affected leg, and tenderness when squeezing the calf 
from side to side as well as from front to back. 
1 Short, D. S., Quart. J. Med., 1951, 44, 233 


* Cohen, H., and Daly. J. J., Brit. med. J., 1957, 2, 1209 
* Knisely, W. H., Wallace, J. M., Mahaley, M. S., and Satterwhite, W. M. J 
| 


4mer. Heart J., 1987. $4, 48 
* Daley, R., Wade, J. D., Maraist, F., and Bing, R.J., Amer. J. Physiol., 1951 
164, 320 


ad — Brit. med. J., 1957, 2, 249 
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Sometimes none of these may be present, as H. Cohen 
and J. J. Daly? have pointed out ; the embolus may 
consist of the whole thrombus, or the source may be 
in the pelvic veins. It is also likely that emboli may 
arise in a fibrillating right auricle as often as in the 
left. 

Small pulmonary emboli do not always cause lung 
infarction. The actual particle size which becomes 
impacted in the lung varies with the surface of the 
particle, and smooth glass spheres of 300 » can be 
passed experimentally through the lung vasculature. 
Once infarction has occurred, a blood-stained pleural 
effusion is likely to develop, and secondary infection 
of the infarct may lead to a lung abscess. If the 
patient already is in heart failure when the infarct 
occurs, destruction of blood in the infarcted area may 
cause jaundice. 

The role of repeated pulmonary embolism in caus- 
ing pulmonary hypertension in such conditions as 
primary pulmonary hypertension is difficult to judge. 
Embolism can on occasion undoubtedly cause death 
from chronic hypertension, but most pathologists 
agree that it is not the common cause of obstructive 
pulmonary hypertension. After embolic occlusion of 
a pulmonary artery, the embolus is slowly recanalized 
and flattened on the wall, being followed months later 
by a patent but narrowed artery. This has been 
shown experimentally and clinically, and it may take 
up to six months for the dyspnoea to fall to its 
minimum. 

There has been great controversy on whether a 
small pulmonary embolus can cause neurogenic 
reflex vasoconstriction throughout the pulmonary 
arterial system. The majority of the evidence its 
strongly against such a hypothesis. In experimental 
animals an extraordinary variety of substances have 
been used as embolic particles. Some of the most 
recent work is that of W. H. Knisely and colleagues, 
who used particles or air bubbles varying from 10 
to 2,000 » in size to cause emboli in the lungs of 
rabbits and cats. They observed the effect in vivo 
microscopically, and concluded that there was no evi- 
dence of reflex vasospasm and that mechanical block- 
age was the cause of death. This view is supported 


* who passed a catheter! 


by R. Daley and colleagues, 
into lobar arteries of anaesthetized dogs and then 
passed loose ligatures round the containing arteries 
Emboli in these lobes caused no general rise of pul- 
monary-artery pressure. In-other experiments® it has 
been found that the only reflex mechanisms asso- 
ciated with pulmonary embolism are concerned with 
dyspnoea and defaecation as the pulmonary artery 
pressure is rising: these are vagally mediated. These 


experimental results are in accord with clinical 
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observations. A patient with a normal pulmonary 
circulation does not die unless the embolus lodges 
in the main pulmonary artery. A small peripheral 
embolus will kill only when the pulmonary blood 
volume and the pulmonary-artery pressure are already 
increased. This view is seriously opposed only by 
K. C. Price and colleagues," who used rather com- 
plex heart lung-head preparations in dogs and found 
evidence of reflex vasoconstriction. 

As to treatment, most clinicians agree that sym- 
pathetic block is useless and ganglionic blocking 
agents may be dangerous in that they will lower still 
further the systemic pressure. The only rational 
treatment is to use anticoagulants, sedatives, and 
oxygen. If further emboli occur when the prothrom- 
bin time is adequately prolonged, then ligation of a 
femoral vein or even the inferior vena cava may be 


considered 





ANENCEPHALUS 

Anencephalus is the most lethal of the common mal- 
formations of the central nervous system. More than 
90°", of the anencephalics are stillborn, and the 
remainder die within a few hours of birth. From the 
point of view of the research worker the gross 
character of the abnormality gives it one unique 
advantage: it can scarcely be missed or mistaken for 
anything else. It is therefore particularly suitable for 
study, and in recent years several series of consecu- 
tive cases have been assembled. The new data have 
not solved the aetiological problem of anencephalus, 
but they have added or confirmed several observa- 
tions, four of which are of exceptional interest. They 
are the geographical distribution, the familial inci- 
dence, the relative numbers of the two sexes affected, 
and the seasonal incidence. 

One of the most striking observations is the varia- 
tion in the incidence of anencephalus between different 
areas and at different times in the same place. Data 
examined by J. A. BOOk and M. Fraccaro' and L. S. 
Penrose* show that the recorded incidence in Belfast’ 
(6.7 per 1,000 hospital births) and Dublin‘ was 
approximately three times greater than in Birmingham, 
ten times greater than in Malmo and Lund,® and fifty 
times greater than in Lyons.’ In a recent investiga- 
tion V. P. Coffey and W. J. E. Jessop found consider- 
able variation in incidence between different Dublin 
hospitals.* Moreover, there was a considerable re- 
duction in incidence in Scotland and Birmingham 
during the period 1940-9.°. To some extent the 
geographical differences may be due to the un- 
representative character of the hospital populations 
upon which several of the estimates are based. But 
they are much too great to be accounted for entirely 
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in this way, and the explanation is still obscure. 
Attention has been drawn to the fact that in general 
the incidence appears to be lower in Asiatic and 
African than in European populations,’ but recorded 
data are not consistent and do not justify any hasty 
conclusion about the reason for the differences. 

The familial incidence of anencephalus is low. 
Since affected individuals never live to reproductive 
age, the condition cannot occur in parent and child. 
By combining data from a number of different 
sources,® '°'' it is possible to estimate that the inci- 
dence of malformations of the central nervous system 
(anencephalus or another) in later children of parents 
who have had an anencephalic child is between 2 and 
3%. This is about six times greater than the risk of 
a central nervous malformation in the related general 
population of births.'' The available data are not 
large enough to permit a reliable assessment of the 
risk of recurrence of anencephalus alone. But per- 
haps the most remarkable part of the familial data 
is the twin evidence. The literature contains few 
examples of monozygotic twins with both affected,’ 
and several examples with only one affected.’*™ 
rhis suggests that when one twin of a monozygotic 
pair is an anencephalic, the other twin is sometimes, 
perhaps frequently, unaffected. It is conceivable, how- 
ever, that there is a high early abortion rate when 
both twins are anencephalics. But, using indirect 
methods based on the relative proportions of male, 
mixed, and female pairs, R. G. Record and T. 
McKeown'® concluded that their series of sixty-six 
twin pairs with central nervous malformations prob- 
ably contained the usual proportion of monozygotic 
pairs. They also suggested that the twin of a mal- 
formed birth was not more likely to be affected than 
sibs born in subsequent pregnancies of mothers who 
had given birth to a child with a malformation of the 
central nervous system. 

It is well established that the number of female 
anencephalics is about three times greater than the 
number of males. An excess of females is unusual 
among congenital abnormalities, and an excess of 
! BSGk, J. A., and Fracearo, M., Er. néo-natal, 1956, 5, 39. 

Penrose, L. S., J. ment. Def. Res., 1957, 1, 4. 

Stevenson, A. C Quoted by Penrose, ibid., 1957, 1, 4. 
' Coffey. V. P., and Jessop, W. J. E., Irish J. med. Sci., 1955, 65, 30. 

> Record, R. G., and McKeown, T., Brit. J. soc. Med., 1949, 3, 183 
* B6Sk, J. A., and Rayner, S., Amer. J. hum. Genet., 1950, 2, 61. 
? Frezal,J.. and Lamy, M. Quoted by Penrose in J. ment. Def. Res., 1957, 

1.4 
* Coffey, V. P., and Jessop, W. J. E., Brit. J. prev. soc. Med., 1957, 11, 174 
* MacMahon, B., Record, R. G., and McKeown, T., Brit. J. soc. Med., 

1951, 5, 254 

'° Penrcese, L. S., Ann. Eugen., Lond., 1946, 13, 73 
'' Record, R. G., and McKeown, T., Brit. J. soc. Med., 1950, 4, 217 
Josephson, J. E., and Waller, K. B., Canad. med. Ass. J., 1933, 29, 34. 
'’ Mudaliar, A. L., J. Obstet. Gynaec. Brit. Emp., 1930, 37, 753 
‘* Litt, S., and Strauss, H. A., Amer. J. Obstet. Gynec., 1935, 30, 728 
'®Srebe, H., Virchow'’s Arch. path. Anat., 1949, 316, 116 
'® Record, R. G., and McKeown, T., Ann. Eugen. Lond., 1951, 18, 285. 
17 Brit. Heart J., 1953, 15, 376 
'’ McKeown, T., and Lowe, C. R., Hum. Biol., 1951, 23, 41 
18 and Record, R. G., Lancet, 1951, 1, 192 
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this magnitude probably occurs in only two other rela- 
tively common conditions, in congenital dislocation 
of the hip and in patent ductus arteriosus. Moreover, 
it is possible that at birth the numbers of the two 
sexes with patent ductus arteriosus are more nearly 
equal, because patients are often seen for the first 
time some years after birth, and there is reason to 
believe that there are more males than females among 
the early undiagnosed deaths.'’ A considerable num- 
ber of anencephalics are probably lost as abortions 
earlier than the 28th week, and it has been suggested 
that a high proportion of males among them may 
explain the sex ratio at birth. This seems unlikely, 
however, for McKeown and C. R. Lowe'* found that 
the excess of females was greater after short than after 
long gestations. This suggests that if abortions were 
included the proportion of females among anencepha- 
lics would be even greater than observations on 
foetuses delivered after 28 weeks’ gestation suggest. 
[he sex ratio is all the more remarkable because the 
ibnormality must be established early in the second 
month of intrauterine life, before the differentiation 
of the reproductive system. 

Another important observation, one which has not 
perhaps had sufficient attention, is the seasonal inci- 
dence. In general, the evidence for seasonal fluctua- 
tion in the incidence of congenital abnormalities is 
slender. But McKeown and Record**® showed that 
the stillbirth rate attributable to anencephalus in 
Scotland was about 50 


summer months, though there was no variation in the 


higher in winter than in 


incidence of the other common malformations of the 
central nervous system. The observations were con- 
firmed on Birmingham stillbirths and first-year deaths, 
but not on a Rhode Island series. The American 
report was based on hospital births, however, and its 
authors had some reservations about accepting the 
result. It seems probable that the environmental 
influence which is responsible for the seasonal varia- 
tion in the incidence of anencephalus acts most 
frequently in the midsummer months. This conclu- 
sion takes account of the short mean duration of 
gestation of anencephalics, which is nearer to eight 
than to nine months, and of the time in pregnancy 
when the abnormality is established. 

Taken together, the observations on distribution, 
familial incidence, sex ratio, and seasonal incidence 
make it extraordinarily difficult to see in what direc- 
tion the solution of the aetiological problem of 
anencephalus may lie. Penrose* has examined a num- 
ber of possible genetical mechanisms, to most of which 
there are serious objections, and for none of which 
there is convincing support. Moreover, it is not easy 


to square any genetical hypothesis with the fact that 
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it appears to be unusual for the monozygotic twin of 
an anencephalic to be also affected. It is almost 
equally difficult to conceive of environmental influ- 
ences, operating before the differentiation of the 
reproductive system, which would produce a marked 
excess of females among those affected. The problem 
is even more puzzling because neither of these crucial 
points—the twin incidence and the sex ratio when 
abortions are included—can be regarded as firmly 
established. All that can be said on present evidence 
is that environmental influences certainly affect the 
issue, and are probably at least as important as those 
which are inherited. The most useful suggestion 
which can be made to parents who have had an 
anencephalic child is that they might be well advised 
to restrict their conceptions to the winter months. 





DETECTING CANCER 

In the United States of America the recognition of 
malignant disease in its very early stages has been 
deemed of such importance that cancer detection 
clinics have been established in many parts of the 
country. The value of the cytological method in diag- 
nosis has been largely accepted, and malignant disease 
of the uterus lends itself readily to this form of investi- 
gation. This procedure, therefore, has been applied 
not only to patients attending hospital but to the adult 
female population in general. 

During the last decade three extensive surveys have 
been reported, the latest by H. E. Nieburgs and his 
fellow-workers in Floyd County, Georgia.’ Between 
September, 1951, and December, 1955, endocervical 
smears numbering 27,894 were obtained for cyto- 
logical examination from 17,761 women, representing 
practically the whole female population of the area 
above 19 years of age. Of these, 117 women were 
found to show cancer cells in the cervical smears, and 
in 84 (4.7 per 1,000) the diagnosis was confirmed by 
biopsy. In 33 (1.8 per 1,000) the presence of malignant 
disease had not yet been confirmed. Carcinoma in 
situ was established in 56 (3.9 per 1,000), and inva- 
sive carcinoma in 28 (1.6 per 1,000). The value of 
this method of examination is shown by the fact that 
almost all the cases of carcinoma in situ were un- 
suspected, and, of invasive carcinoma, about one- 
third. In addition, 9,309 repeat tests were performed 
on 4,482 women at intervals from 1952 to 1955. In 
twelve cases carcinoma in situ was found to have 
1 Nieburgs, H. E., Stergus, I., Stephenson, E. M., and Harbin, B. L., J. Amer 

med. Ass., 1957, 164, 1546 
Scapier, J., Day, E., and Durfee, G. R., Cancer, 1952, §, 315 


Erickson, C. ¢ et al., J. Amer. med. Ass., 1956, 162, 167 


* Brit. med. J., 1955, 2, 1609 
Kottmeier, H. L., Carcinoma of the Female Genitalia, Baltimore, 1953 


* Petersen, O., Amer. J. Obstet. Gynec., 1956, 72, 1063. 
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developed, while, in an additional four, signs of early 
invasion were present at the time the tissue diagnosis 
was made. From a study of these findings the authors 
suggest that 1.68 new cases per 1,000 women arose in 
this population every year. 

[here have been reports of other large-scale screen- 
ings for the early detection of cancer of the cervix. 
In over 20,000 patients attending the Strang Preven- 
tion Clinic at the Memorial Center, New York, 
J. Scapier and his associates* found an incidence of 
intra-epithelial cancer of the cervix of 1.5 per 1,000. In 
most cases carcinoma was first suspected after routine 
cytological examination and subsequently confirmed 
by biopsy. In Shelby County, Tennessee, population 
screening for uterine cancer by vaginal cytology has 
recently been carried out by C. C. Erickson and his 
co-workers.* Among 108,000 women examined for 
the first time there were 393 intra-epithelial car- 
cinomas and 373 invasive cancers, giving rates of 3.6 
and 3.4 per 1,000 respectively. Of the former, 909° 
were unsuspected, and, of the latter, 30%. On a 
second examination of 33,000 women the rate was 
reduced to 2.2 per 1,000 for intra-epithelial carcinoma 
These 
figures again illustrate the importance of cytology in 


and to 0.3 per 1,000 for invasive cancer. 


the detection of early malignant change. 

There is general agreement that most cases of un- 
suspected carcinoma in which positive smears have 
been reported have been found to be cases of car- 
cinoma in situ. The exact significance of this cervical 
lesion—a similar lesion is found also in many other 
parts of the body—is difficult to assess.* . There is 
convincing evidence that some, at least, of all invasive 
cancers pass through the stage of carcinoma in situ. 
Chere is no doubt that many, after an interval of time 
varying from a few months to several years, pass on 
to frank invasive carcinoma; indeed, in some in- 
stances minimal invasive changes can be found in the 
initial biopsy specimen. During the last few years, 
however, more cases have been reported in which 
complete regression has taken place in the absence of 
treatment.°® Consequently, especially in younger 
patients, there is a tendency in some quarters to prefer 
a local removal or to adopt a conservative and watch- 
ing attitude, with a follow-up at regular intervals, to 
the more radical measures. Although doubt exists on 
the best way of treating these cases, and more experi- 
ence is required, it would appear that the uncertainty 
of the position makes the detection of these un- 
suspected cases of carcinoma in situ highly desirable 

The screening for cervical carcinoma of a large pro- 
portion of the female population in any area has been 
criticized on the grounds of the considerable expendi- 
ture of time and money for a comparatively small 
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return, and also of the psychological effect produced 
on the general public. But it is worth remembering 
that the chances of complete cure are enhanced when 
a malignant lesion is detected in a very early stage. 
The organizers of the surveys in the U.S.A. have 
found extensive publicity campaigns are essential 
for success. In the Georgia survey, newspapers, 
radio, television, clubs and churches, volunteer 
workers, and the public health authority were all 
called in to co-operate. The services of medical prac- 
titioners and of nurses were required to conduct 
examinations and take specimens from patients in 
special clinics and from women working in factories 
and other places of employment. Moreover, a rela- 
tively large number of technicians, trained in cytology, 
to act as “ screeners,” experienced cytologists, and 
pathologists to make and confirm the diagnosis, are 
required. An adequate number of such trained staff 
is not available in Great Britain. 





EDUCATION FOR CHILDBIRTH 


Over the last twenty years education for childbirth has 
become generally accepted as part of antenatal care, 
largely prompted by the interest aroused by the writings 
of Dr. Grantly Dick-Read. The educational value of 
these programmes is undoubted, but their practical 
advantages in terms of consequent reduction in obstetric 
complications have perhaps been advertised with more 
enthusiasm than accuracy. Dr. Helen E. Rodway! has 
now reported the findings of an inquiry into the question 
whether antenatal education and exercises have any 
effect on the incidence of various complications of preg- 
nancy and labour. A total of 2,700 primigravidae were 
divided into three groups, matched for age. The first 
group, called the exercise group, comprised 1,000 preg- 
nant women who were trained for childbirth by special 
exercises and relaxation techniques as well as by talks 
on the physiology of pregnancy and labour and on diet, 
health, and hygiene. The second group, called the lec- 
ture group, consisted of 750 women who attended the 
talks but received no training in physical preparation for 
labour. The third group, which acted as a control, 
received neither lectures nor exercises. 

Dr. Rodway found that for the exercise group there 
was a Slight, but statistically insignificant, diminution in 
the incidence of toxaemia ; though the only two cases of 
eclampsia occurred in women in this group. On the 
other hand, antepartum haemorrhage (placenta praevia 
excluded) occurred only once in each of the first two 
groups, while there were ten cases among the controls, 
with five of the babies stillborn. The difference in figures 
here is probably due to the fact that the women in the 
trained groups saw their attendants more often than did 
the controls, and they would therefore find it easier to 
complain of minor symptoms to receptive ears, especially 
as they had been instructed in what was normal and 
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what abnormal. As to labour, there were two notable 


findings. The first, and perhaps more surprising, was 
that antenatal training for childbirth did not lessen the 
need, and call, for pain-relieving drugs in labour 


Secondly, the average length of labour was the same in 
iny advantage in the 
indeed, the highest rate 


ill three Nor was there 
incidence of perineal lacerations ; 


Nor 


postpartum haemorrhage reduced by 


groups 


was in the exercise group was the incidence of 


physical training 


for childbirth. The forceps rate was similar for all three 


groups, except that, if only primigravidae aged over 30 
are considered, the forceps rate was significantly lower 
in the trained than in the untrained The main but 
weighty favourable result was that the premature-infant 


birth rate and the total perinatal mortality rate in the 


control cases were double those in the other two 
groups 
It is difficult to draw any firm conclusions from this 


and detailed because no consistent 
physical advantages seem to accrue from antenatal edu 
at variance with the 
Rodway 
One difficulty is that women, especially in the control 
group, full from the 
clinics have of own 


pamphlets and books and even carried out exercises on 


interesting report, 


cation. In addition, the results are 


findings of other researchers quoted by Dr 


who did not receive instruction 


may their initiative consulted 


Certainly it seems illogical that the results 
which 


their own 
for the second group, of partly trained women 
might be expected to be halfway between the fully trained 
and the untrained, were best of all in some respects, such 
is for perineal tears and postpartum haemorrhage. At 
the same time it must be appreciated that all these assess- 
ments were made in the physical field of performance, 
whereas the outstanding benefit of education for child 
birth programmes probably lies in the enhancement of 
the less easily measured emotional satisfaction derived 


by the individual woman from her pregnancy and labour 


FREEZE-DRIED B.C.G. 


4 prominent feature of the control of tuberculosis in 
Britain during the past decade has been the methodical 
increase in the extent of B.C.G The first 
iuthorization for its use in 1949 provided for persons 


vaccination 


known to be in contact with tuberculosis and included 


hospital nurses and medical students.'| In some areas 
the coverage was increased four years later by the vacci- 
nation of tuberculin-negative schoolchildren in_ their 
I4th year Meanwhile the Medical Research Council's 
trial of tuberculosis vaccines had begun, and the favour- 
ible early results® encouraged the adoption of the 1953 
scheme for schoolchildren by all local health authori- 
ties. Facilities are thus available everywhere in Britain 
to-day for the vaccination of children in their 14th year 
is well as known contacts : it is intended that the latter 
presumably 


their 


and 


hospital, 
with 


should include any 


worker in 


group 


laboratory, contact patients or 


fomites.* 
The most recent progress in this field of tuberculosis 
Hitherto the only 


control concerns the vaccine itself 
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B.C.G. vaccine generally used in Britain has been the 
liquid preparation imported from the State Serum Insti- 


tute in Copenhagen. This vaccine has proved to be very 


satisfactory. It has been shown to confer a substantial 


degree of protection against tuberculosis,* and several 


investigations have testified to the satisfactory conver- 
sion rates and low incidence of complications resulting 


from its use. 


However, liquid vaccines do not keep well and 


must be used within a short period of their prepara- 


tion [his complicates the administration of mass 


vaccination schemes and necessitates the use of each 
batch of vaccine before laboratory tests for its safety 
ind efficacy have been completed. Accordingly efforts 
have been directed in several countries to the develop- 
ment of a freeze-dried vaccine with better keeping quali 


B.C.G \ 
that the 


desirable asset in such a 


viable 


consistent: a 


ties than liquid 


freeze-dried vaccine is count of each 


batch should be reasonably satisfactory 


vaccine should also produce tuberculin sensitivity of the 
same order as the liquid B.C.G. in common use and 
have a low incidence of local complications 

In 1956 J. Ungar, P. Farmer, and P. W 


described a promising freeze-dried vaccine prepared by 


Muggleton 


Glaxo Laboratories Ltd Clinical trials in infants 
showed that the effectiveness of batches of this vaccine 
with appropriate viable counts was similar to that of 


Danish liquid vaccine Laboratory tests of the con- 
sistency of the vaccine from batch to batch were under 
taken by a special committee of the Medical Research 
Council, and early in 1957 an extensive trial of the vac- 


cine, under conditions resembling those of the local 
health authorities’ mass vaccination scheme for 13-year 
old children, was begun in several areas in Middlesex 
Che criterion of efficacy was the production of tuberculin 
sensitivity: to assess protective power would have been 
impracticable 


The 


encouraging nature of the earlier reports \ 


findings of this investigation confirm the 


reliable 
in viable counts between individual batches 
manufacturers 


consistency 


of vaccine has been achieved by the 
The tuberculin sensitivity developed in schoolchildren 


three months after vaccination with dried vaccine was 
Tuberculin 
This 


obtained 


also satisfactory : 90°. became sensitive to 3 
Units and the remainder to 100 Tuberculin Units 
conversion rate was slightly lower than that 
with the Danish vaccine, which was given concurrently 
with the latter the tuber- 


Tuberculin Units 


to a similar group of children : 


culin conversion rate was 96 to 3 


The committee considers it unlikely that differences of 
Ministry of Health, B.C.G. Vaccination against Tubercu 1949, ¢ 
7249, Memo. 322 B.C.G 
B.C.G. Vaccination of School Children, 1953, Circular 22 53, Men 
324 B.C.G 
Brit. med. J., 1956, 1, 413 
* Ministry of Health, B.C.G. Vaccination of School Children, 1956, Circulat 
14°56 
- B.C.G. Vaccination (revised 1958), Memo, 322, B.C.G 
Ungar, J.. Farmer, P.. and Muggleton, P. W., Brit. med. J., 1956, 2. 568 
? Lorber, J.. Hart, C. B. S., Farmer, P.. and Muggleton, P. W Tuh 


(Lond.), 1956, 37, 187 
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this order indicate any difference in the degree of pro- 
The 
this 


tection to be expected from the two vaccines. 
findings of the investigation that 
freeze-dried B.C.G. is a satisfactory alternative to the 
liquid preparation. The results so far reported apply 
to tests made up to three months after vaccination. A 
further comparison of the liquid and the dried vaccines 


thus indicate 


is to be made by testing the tuberculin sensitivity one 
vear after vaccination 

[he administrative convenience resulting from the 
improved keeping qualities of the freeze-dried vaccine 
a refrigerator for at least six 
that the will be 
Further information about its keeping 
with 


it may safely be kept in 


months after issue-—ensures vaccine 


W idely used here. 


qualities at room temperatures will be awaited 


interest, both at home and in some countries overseas 
a reliable freeze-dried B.C.G. will 


where the advent of 


do much to assist tuberculosis control 


PROGNOSIS IN) RHEUMATOID ARTHRITIS 


taken for that the outlook for 


rheumatoid arthritis 1s 


It is often granted 


patients with poor. This view 
is unfortunately sometimes communicated to the patient 
a hopeless attitude to the 


ind results in his taking 


disease. It is therefore not surprising that suilerers turn 
to quacks in the desperate hope that their treatment may 
been 
without 


‘nothing can be done 


help, but when the “displaced bone” has cor- 


rected or the “excess acid” eliminated relief 
the explanation is given that 
because of the arthritis.” 

In recent years the study of rheumatic disease has 
been pursued by means of some careful surveys,’ and it 
is becoming clear that the outlook for the patient with 
rheumatoid arthritis is not nearly as bad as was formerly 
issumed. For many patients the disease is now known 
to run a mild course, giving rise to little disability. In 
1953 J. H 
rheumatic complaints in an urban population, found that 
3§ of and 19 of 
irthritis had not even consulted their family doctors 


Now from the Rheumatic 


Kellgren and colleagues,” in a survey of 


women men with rheumatoid 


up to the time of the survey 
Unit in Edinburgh comes a very thorough report on the 
course and prognosis in a large series of patients with 
rheumatoid arthritis who were ill enough to be 
idmitted to hospital and who have been followed up 
J. R. Duthie 


Chis 


carefully for six years after discharge. J. 
studied 247 


is a large enough series to make their conclusions 


ind his colleagues cases in this way 


impressive. The authors point out that only those cases 
severe enough to need hospital in-patient treatment were 
included, and that many milder cases were seen during 
the three-year period when these cases were selected 
for study. While in hospital the basic regime of treat- 
ment consisted of rest in bed, the application of plaster 


Brit. med. J., 1956, 1, 1028 
Kellgren, J. H., Lawrence, J. S., and Aitken-Swan, J., Ann. rheum. Dis 
1953, 12, 5 


Duthie, J. J. R., Brown, P. F Knox, J. D. E., and Thompson, M., ibid., 


1957, 16, 411 


splints to the affected joints, the largest tolerated doses 
of aspirin, and physiotherapy and gradual rehabilita- 
tion. None of the patients received gold, phenyl- 
butazone, or corticosteroids. The authors discount the 
value of the general and local rest used in treatment, 
though there are many rheumatologists who feel that, 
given for a few weeks, this is the most valuable single 
method of dealing with the disease. The use of light 
plaster splints to prevent deformity should be a routine 
procedure in the active stage of the arthritis. 

The results found in a six-year follow-up of these 
No fewer than 64 
were assessed as being fit either for full or for slightly 
restricted work. Only 76 of these patients had been 
able to work for a living within 


247 cases were most encouraging. 


a year of admission, 
and yet six years later, of 66 who were followed up 
throughout, 76%, were either in full or in light occupa- 
tions, and only 18% were not at work. Rheumatoid 
arthritis particularly affects the housewife, these 
well: for of 134 cases 60 able 
to do all but the heaviest housework six years later 
unable to 


and 
fared equally were 


and only 17 were carry out their house- 


hold duties 
Rheumatoid arthritis is a disease characterized by 

One of the main 

difficulties in dealing with the condition is the inability 


to foretell the length of such incidents for each patient 


periods of remission and of relapse 


and whether the illness will pursue a mild or severe 


course. Dr. Duthie and his colleagues have given us 


valuable information on_ these points. [he most 
important single factor in prognosis was the duration 
of the disease at the time of admission to hospital. The 
cases with the best outlook were those that were 


admitted within a year of the onset of the disease, and 
those who did worst were patients who had had the 
over five admission. Males 
than females in It was also 
found that the height of the sedimentation rate and the 
degree of anaemia on admission were of little prognostic 


disease for vears before 


fared better this series. 


value. 
agglutination test (Rose-Waaler test) 

study, but 
assessment in 241 


The sheep-cell 
was not available at the beginning of the 
it was used at the six-year cases. 
Of the cases with a negative test at that time 61% were 
fit for all normal activities compared with only 18 
These results sug- 
gest that this agglutination reaction may be of value in 
rheumatoid arthritis, and 
further work with serial tests on individual patients will 
be awaited with the greatest interest. 

This important study has come from one of the very 
rheumatism units in Great Britain. It emphasizes 
the necessity for a knowledge of the natural history of 
The impor- 
tance of early diagnosis in rheumatoid arthritis is made 
clear. The high percentage of patients who were able 
to work six years after discharge from hospital is most 
encouraging, and shows the necessity for the establish- 
ment of similar departments elsewhere for the diagnosis 
and treatment of this common and too often disabling 


disease. 


in whom the reaction was positive. 
estimating the prognosis in 
few 


the disease in order to make a prognosis. 
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In your ideas of the powers of remedies do not be 


too liable to 


disappointment Carlisle, 


continued 


1824) 


are 


Anthony 


lor ou 


Sir 


Sanguine 


\ new group of drugs for which very great claims have 
been made has recently appeared in the field of thera- 
These drugs are generally called “ tranquillizers ” 


peutics 
or “ ataractics * (from a Greek word meaning peace ol 
mind). There is no doubt that “it would be difficult to 


refute the fact that there is a tremendous need for seda- 
tion at the level” (Seevers, 1954), unwilling 
though some of us may be to it. It is, of 
course, not a new problem, for in 1857 the Lancet felt 


national 
recognize 


t proper to express its editorial disapproval of the use 
of drugs as a prop on which to face life, in these words 
“that man’s nervous must be in a very dis 
ordered state who resorts to a pipe or cigar in order to 
tranquillize himself and induce an aptitude for the 
business of the commencing day.” \ substantial 
proportion of the population are in just such a 
ordered state, and pending an alteration in our whole 
way of life, of which there is no sign at present, the 
individual physician is faced with as many as one-third 
of his patients whose real need is peace of mind. 

Even if, by psychotherapy, peace of mind could be 
iccorded to these people, there are too many people and 
too few psychotherapists Doctors feel obliged to try 
to meet this with drugs, if only their 
patients ask for them. The demand is colossal and age 
less, but the motives for canvassing the drugs are equally, 
not only a desire to heal but i desire fo 

[he field is wide open, and a fortune is to be 


system 


dis- 


need because 


great, also 
money 
made by any commercial organization which hits on an 
effective tranquillizer, or which can persuade the 
medical profession or the general public that it has done 
so. The profession is no longer in the commanding 


position that it evidently had when Dr. Faustus said 


Be a physician, Faustus; heap up gold, 


And be eternis’d for some wondrous cure 


[he opportunity for heaping up gold now lies with 
the commercial drug houses, who are not unconscious of 
this, although the physician may still manage to be 

eternis'd if he is clever or lucky 

An Example of Failure 

In the field of neuroses tranquillizers have provided an ex 
imple of dramatic failure to accomplish what was. and indeed 
still is, claimed for them by their manufacturers (the results 
but are not considered in this paper) 
Ihere are at least three (1) All 
w drugs are perforce developed in the first place by animal 

, as shown below, are at present irrelevant 
The 


n psychoses are better 


mportant reasons for this 


‘xperiments that 


to the clinical use to which tranquillizers are put. (2) 


ick of knowledge of the clinician of how these drugs are 
*Based on a talk given by one of us (D.R.L.) to the Section 
of Psychiatry at the Annual Meeting of the British Medical 


ITvne, 1957 


Association, Newcastk 


ipon 





British 
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developed in the pharmacological Jaboratory, so that when 
a new compound is offered for clinical use he is unaware 
of its inadequate scientific background and in no position 
to be critical, and is obliged to rely on the assertions of 
the producers, whose enthusiasm is inclined to outrun the 
evidence, so great will be the prize for success. (3) The 
performance of misleading and inadequate clinical trials, 
so that new drugs go into general use unjustifiably early 

that is, therapeutic trial in 
the physician assessing his 
is essentiai 


Double-blind clinical trial 
which neither the patient nor 
progress knows what drug the patient is taking 
for the measurement of the effect of a drug on the variable 
and largely subjective disorders of neurotics, It is harmful 
to both doctor and patient that a succession of new drugs 
which have not undergone this procedure should be pro 
moted amongst, and widely used by, the profession. The 
result is that they are dropped when news filters through 
that each drug does not, after all, accomplish what was 
claimed ; and the next new drug (which is often merely a 
variant of an existing successful drug that has aroused env, 
in the breasts of other firms) is tried as the next drug-firm 


representative calis 


The Animal Experimental Background 

The readiness of some physicians to administer to their 
patients, under uncontrolled conditions, these potentially 
toxic compounds. which have been found to produce a mis 
cellany of actions in animals, is a of wonder to 
academic and profit to commercial pharmacologists. Bold 
ness in reasoning from animals to man Is essential, but it is 
equally essential that careful evaluation on man should 
precede widespread use under uncontrolled conditions, and 


source 


this is not being done at present 


The pharmacologist, working on animals tn his laboratory 


suspects, or rather hopes for, a therapeutic action if a sub 
stance: (1) has any action, electrophysiological or bio 
chemical, on any part of the central nervous system sus 


pected to be related to behaviour; (2) antagonizes on any 
for example, isolated intestine, intact snail 
in the central nervous system 


adrenaline 


test preparation 
substances known {to 
is 5-hydroxytryptamine, acetylcholine, o1 
antagonizes which produce abnormal be 
haviour, such as mescaline and lysergic acid diethylamide 
behaviour—for example, so-called 


occur 
such 


(3) substances 


or (4) modifies animal 
experimental neuroses” in animals, alterations in the 
shape of spiders’ webs 


It is important to state that the study of phenomena men 
tioned above is not criticized, it is the too facile applica 
tion of the results to man and the too widespread promotion 
compounds that 


which 


have not undergone controlled evalua 


on in man ire condemned 


Pharmaceutical firms are in a highly competitive market 


for new tranquillizers, and one of their prime needs is a 
simple cheap test by means of which hundreds of com 
pounds may be screened for potential psychiatric value 


This means that even tests which might at first seem super 
ficially relevant to the human condition—for example 
‘experimental neurosis ” in animals—-are by no means often 
used, as they are expensive to perform, involving prolonged 
and tedious repetitions and observations. It is much easier 
to give the drugs to spiders of a sort which spin a web 
day, photograph the web, and analyse the results at 
By such means numerous compounds can be tested 


every 
leisure. 
with minimum effort 

Ihe following are some tests in use for development o! 


tranquillizers : (1) Prevention of epileptic fits in mice in 
duced by sound of appropriate frequency (audiogenic 
seizures) (2) Potentiation of barbiturate-induced sleep 


(3) Effects on conditioned responses in animals (rats, cats) 
Restoration of conditioned reflexes which have been ex 
hausted by failure to provide a reward following the stimu 


lus. (4) Effects on conflict or stress-induced behaviour in 


animals (rats, cats, monkeys) (5) Taming effects on 
monkeys fierce by nature or as a result of surgery. (6) Alter 
ations in the form of spiders’ webs Ihe creature ma\ 
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become more assiduous in attending to the angles of its web, 
its geometrical sense may become distorted, or it may even 
omit portions. It is contended that some drugs produce 
consistent alterations, and that effects are specific on the 
nervous system and it is not simply that the spider is feeling 
unwell. (7) Introduction of compounds into jars containing 
Siamese fighting fish. They float at differing angles to the 
surface of the water, and may even become peaceable. 

If drugs of proved clinical merit are examined by these 
tests no consistent results are obtained, and drugs which are 
another Thus no 


active in one test may be inactive in 
idequate screening test for tranquillizers exists 

Most workers are quite aware of the limitations of the 
nethods in present use; but unjustified assumptions are 


leading to the offering of unproved drugs for general 
Ihe capacity to modify animal behaviour for 
the 
the 


se 


nade 
] 


clinical 


better 


use 
least irrelevant to 
disagreements on 
to human 
disturbed be 


tachycardia, 


seem at first sight 
there are 


behaviour in 


would 


However, 


the 


problem great 


significance of animal relation 
The resemblances of 
haviour are certainly the sweating 
reactions, disturbed sleep, changeability, 


ind so on that have been described 


haviour symptomatic 
imilar 


iffective moodiness 


disturbed sexual activity, 


humans have all been seen separatel ind in combina 

tions in monkeys. dogs, cats, rats. sheep, goats, and many 
ther animals The problem is whether these behavioural 
esemblances are really homologous—that is, due to similar 
unde ng functional mechanisms—or merely analogous 
As it has been put by a wit referring to Dr. Masserman’s 
vork the production and therapy of behaviour disorders 
I ts 

Masserman, the c man 

Makes felines neurotic 

Are cat and human 

Really asymptotic ” 


ilcohol removed 


with 


Nevertheless Masserman (1943) found that 


the symptoms of stress—which coincides human ex 
perience 

Desirable Clinical Effects 
The fundamental clinical problem is not the control of all 
engendered by any frustration 


es are common to all people and the symp 


stress oF since 


symptoms 


tl experienc 
toms can have il value in causing the organism to 
take remedial action; the 
between persons in the ease with which the neurotic patient 


ese 


or 
biologic 


problem concerns the difference 


produces symptoms with inadequate or irrelevant environ- 
mental stress. Some efforts are beginning to be made to 


wards obtaining strains of animals which react excessively 
to environmental stresses, and to use these with controls of 


‘normal”™ animals. It is an open question whether the dif 
ferences between normal and neurotic cats are homologous 
to the differences between normal and neurotic humans. 
From the psychiatric point of view, drugs may be evalu 
ited (a) by subjective reports, (hb) by objective psychological 
) by an independent account of a change in the 
or physical func 


tests, or 
patient’s work capacity, social relations 
tions such as sleeping, eating, sexual activity. 

There 
by drugs might be possible and would certainly be desirable. 
This can ol 
tbolished by general but the aim 
produce a drug that causes little or no disturbance of con 
A more careful analysis of the phenomenology 
For example, 


are three main groups of symptoms whose relief 


course be 


here is to 


1. Excitement and Overactivity 
anaesthesia, 


sciousness 
of the excited patient might give a lead here. 
hyperactivity, especially in children, seems to be due to a 
distractability. Stimuli are too stimulating ; the child cannot 


fail to respond to them, and new stimuli command his 
attention for a few seconds until another stimulus comes 
More pure manic states show a predominantly affective 


change, the patient in very severe cases paying no attention 
to the environment, but being consumed entirely by an 
inwardly produced excitation, 

This affective state is 
not the opposite to 


that 
and 


opposite to 


Depression 
overactivity 


but it Is 


of mania, 
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euphoria, as can be seen in the way in which amphetamine 
sometimes makes depressives worse, There are retardation. 
preoccupation, and also some striking somatic changes sug- 
gestive of pituitary underactivity. 

3. Tension—There is a muscular component, as shown 
by E.M.G. studies, and a visceral or autonomic component 
(changes in sweating, pulse rate, etc.), 

If we return to possible animal experiments we can see 
that the undesirable human psychiatric effects are in fact 
very difficult to produce in animals, with the possible ex- 
ception of tension. Likewise if we wanted to proceed below 
a symptomatological level to try to elucidate the funda- 
mental psychopathological mechanisms we are faced with 
so far unsolved problems of the organization of behaviour. 
In the present state of knowledge it is very doubtful if any 
theoretically based animal test can be expected to include 
potentially useful drugs, nor is it certain that such tests 
might not cause promising drugs to be abandoned 


Some New Drugs 


new drugs at present advocated as tran 
chlorpromazine (“ Jargactil *’). 


Ihe principa 


quillizers are reserpine 


‘serpasil ”), meprobamate (* equanil,” “ mepavlon,” “ mil- 
town’), benactyzine (* nutinal,” “ suavitil”’), and methyl- 
pentynol (“oblivon,” “somnesin”™), to mention only one 


The 
“ tranquillizers ” at present includes substances with greatl\ 
differing pharmacological actions, and it is probable that. as 
knowledge grows, some members will be removed and per- 
haps others added until ultimately the group becomes homo- 


geneous or else disappears as an entity, 


representative of each chemical. group. classification 


Franquillizers are not necessarily hypnotics, although they 
may promote sleep. Hypnotics, on the other hand, may be 
It is probably unprofitable with our present 
attempt too rigidly to distinguish between 
Experimental work is being done in man to 

fundamental properties tranquillizers may 


tranquillizers 
knowledge to 
these groups 
distinguish any 
have 
Meprobamate stems from the discovery of mephenesin by 
1946. It is that mephenesin was first made 
for possible for penicillin. Its 
interneurone depressant effects were uncovered during routine 
toxicity tests when it was found that high doses produced 
reversible paralysis in animals without interfering with 
respiration. The discovery of chlorpromazine in France in 
1950 arose from work on the therapeutic properties of 
phenothiazine compounds in malaria and as antihistamines, 
work which also produced promethazine (“* phenergan”’), 
diathazine (“diparcol”), and ethopropazine (“ lysivane ”) 


Berger in said 


testing as a preservative 


Rauwolfia can hardly be said to have been discovered in 
the same sense, having been used for insanity since ancient 
times in India, but only recently has it been investigated 

It is sad that the tranquillizer benactyzine, which might 
be claimed to have had the most “ scientific * development, 
should prove to be of no greater therapeutic efficacy than 
any other of these controversial drugs. Benactyzine, which 
has a formula related to atropine, was synthesized in 1936 
in a systematic search for compounds with peripheral para- 
sympatholytic or anticholinergic effect. It was shown to be 
a mydriatic in 1938. In 1955 some workers considered that 
any drug opposing the action of acetylcholine at the peri 
phery might also do so in the brain, might block “ certain 
neuronal pathways,” and affect behaviour. They therefore 
studied the effect of a group of anticholinergic compounds 
on experimentally induced conflict behaviour in cats and on 
stress-induced behaviour in rats. They found benactyzine 
to be the most effective of their series at normalizing the 
behaviour of these animals, and so the drug was introduced 
into clinical practice, with disappointing results. Incident- 
ally, chlorpromazine failed to normalize the behaviour of the 
rats. 

Methylpentynol is related chemically to amylene hydrate, 
long known to be a hypnotic. 
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Pharmacological Observations 

A brief survey of these drugs will show the wide varia 
tion of their properties 

Ot chlorpromazine, Briicke (1956) has remarked that it 
could be said to be a substance which has nearly ex 
clusively side-effects.” Certainly it has an inconvenientl\ 
wide range of activity, which is said to be why the name 
larg-actil ” was coined. It has antiadrenaline, local anaes 
thetic, atropine-like, antipyretic, weak ganglion-blocking, 
antihistamine, and quinidine-like actions. Allergy occurs, 
leading to dermatitis, jaundice, or agranulocytosis. On the 
C.N.S., low doses abolish Parkinsonian tremor and large 
doses induce a characteristic Parkinsonian syndrome. It 
abolishes spasticity and tetanus. It potentiates barbiturates 
powerfully. It abolishes conditioned reflexes, but not inborn 
reflexes (benactyzine, if anything, slightly revives condi 
tioned reflexes, as do insulin and electric and leptazol con- 
vulsions) Chlorpromazine quietens aggressive rhesus 
monkeys and prevents hyperthyroidism in wild hares caught 
and exposed twice daily to barking dogs. Arousal reactions 
nduced by stimulating the frontal hypothalamus or ascend- 
ng reticular formation are suppressed. E.E.G. studies are 
compatible with this being the principal site of action. It 
is also a powerful anti-emetic 

Reserpine acts on the C.N.S. almost exclusively Elec 
trical stimulation of the anterior hypothalamus near the 
parasympathetic centre produces sleep, miosis, bradycardia, 
and decreased peripheral vascular resistance. Since reset! 
pine produces all these effects it seems likely that it may 
exert its principal action in this neighbourhood, The mode 
f action is unknown, but it has been suggested that the 
demonstrated ability of reserpine to release 5-hydroxytrypt 
amine in the brain may be relevant, although this cannot 
account for all the observed effects. Nor is it yet proved 

pé 


what part S-hydroxytryptamine plays in mental abnormali 
ties ; but pharmacologists have seized upon the fact that 


} 
) 


5-hydroxytryptamine antagonist, lysergic acid diethylamide 






nduces psychotic states, thus linking it with reserpine. The 
tranquillizing effect of reserpine is marked in Siamese fight 
ng fish. The clinical effects in man have given less grounds 


but good results in psychotic 


or SatiSiaction in neurotics, 
excitement. Other effects of reserpine are dyspnoea, nasal 
stuffiness, diarrhoea, and a Parkinsonian syndrome which is 


said to be relieved by atropine, although some might think 


it wiser to stop giving the drug. It is of interest that 
two chemically different tranquillizers (chlorpromazine and 
eserpine) should have this unusual toxic effect. Reserpine 
also may activate peptic ulcers 

VMeprobamate has actions similar to mephenesin, fron 
which it has been developed. It depresses multisynaptic 
reflexes and the reticular formation, Its principal advantage 
over its parent is that it has prolonged action after ora 
idministration. It also causes dermatitis, mental excitement 
and diarrhoea, and addiction has been reported 

Benactyzine has peripheral actions similar to atropine 
and also has feeble antihistaminic and quinidine-like effects 
Human experiments on the mental effects are probably more 
complete for benactyzine than for other tranquillizers, 
although the mode of action remains hidden. It abolishes 
alpha rhythm in the E.E.G, in man. It has been described 
by various authors as inducing a devil-may-care state. of 
causing a lack of ability to make up one’s mind, and of 
causing lack of attention, so that it has been suggested that 
patients taking more thar 4~5 mg. per dose should not drive 
a car. Benactyzine aiso prolongs the reaction time and in 
creases the frequency of errors in mental tests. A writer 
has advised that the drug should be used with caution, if at 
all. on active businessmen, for it has been found that sub 
iects forget what they were going to say, and sometimes 
lapse into incessant laughter. Such an action would be diffi 
cult to predict from animal experiments 


Methylpentynol is a comparatively weak hypnotic and 
there is reason to doubt whether its qualitative effects differ 
significantly from those of hypnotics: such comparisons are 


THE TRADE IN TRANQUILLITY 


BririsH 
MEDICAL JOURNAL 


difficult because it is hard to choose equipotent hypnotic 
doses. It potentiates barbiturates and also alcohol, as was 
discovered by the man who, having read, in a newspaper, 
of its beneficial effects on anxiety, took some to allay his 
well-justified fear that the amount of gin he had consumed 
would lead to his being arrested for being drunk in charge 
of his car. He found that, although methylpentynol allayed 
his anxiety, it also made inevitable the event which he feared 
Dermatitis occurs occasionally. A young lady has been 
reported as suffering a fate worse than death, due to the 
drug ; and one or two people have actually died of over 
dose. On the whole, however, it seems to be a fairly safc 
drug 
Action of Tranquillizers 

It is not possible to synthesize these observations into a 
coherent theory of drug action, but clearly it is desirable 
that both animal and human data should be collected on 
all these drugs until there is enough for both psychiatrist 
and pharmacologist to begin to know what they are really 
about. It is clear that the action of all tranquillizers de 
pends greatly on the personality of the subject, a field in 
which little work has yet been done. At the present time 
it would seem better to try to test the tests by administering 
the few drugs known to be of benefit in psychiatry to 
animals, and in this way to find what animal investigations 
seem to give the best results. Phenobarbitone, amylobarbi 
tone, barbiturate-amphetamine mixtures (“ drinamyl,” 

dexytal,” “ desbuta!l”), and chlorpromazine are up to now 
the most effective drugs in psychiatry. 

In the meantime it may be expected that the pharmaceu 
tical industry will bombard the clinician with what are ofter 
unwanted and sometimes even dangerous drugs, with once 
n a while a really valuable therapeutic advance. We be 
lieve that an unnecessarily large number of the former are 
idvertised for clinical use for every one of the latter pro 
duced. It is to be hoped that the discovery of a “com 
plete” or “absolute” tranquillizer is an impossibility, fo 
is essential to distinguish between biologically useful and 
useless symptoms. The removal of fear, guilt, and anxiets 
under all circumstances would render man less than human 
However, tranquillizers have their place as what H. G. Wells 
called “ Doors in the Wall” to provide temporary refuge 
from acute stress, as all who have taken alcohol know 

Aldous Huxley (1954) has defined the “ perfect” tran 
quillizer as a drug “which will relieve and console ou 
suffering species without doing more harm in the long run 
than it does good in the short.... It must be. . . less 
likely to produce undesirable social consequences than alco 
hol or the barbiturates, less inimical to heart and lungs than 
the tars and nicotine of cigarettes. It should produce 
changes in consciousness more interesting, more intrinsically, 
valuable than mere sedation or dreaminess, delusions ot 
omnipotence or release from inhibition.” Huxley concludes 
that we shall not escape “the need for frequent chemical 
vacations from intolerable selfhood and repulsive surround 
ings,’ because “ most men and women lead lives at worst so 
painful, at best so monotonous, poor and limited that the 
urge to escape is, and has always been, one of the prin 
cipal appetites of the soul.” Although this may be true, it 
might be wiser for the community to start trying to alter the 
conditions of life to render the “ perfect” tranquillizer un- 
necessary, for it will certainly be long in coming, and may 
very well be a chimera and altogether unattainable 

Meanwhile doctors will do their best with the unsatisfac 
tory drugs at their disposal to reduce the total of human 


misery 
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A CAMBRIDGE QUATERCENTENARY 


GONVILLE AND CAIUS COLLEGE 


Four hundred years ago, on March 25, 1558, the President 
of the College of Physicians, then in his forty-eighth year, 
bestowed on the Cambridge college of which he had once 
been an undergraduate and a fellow practically the whole 
of his estates and personal wealth. With it he handed over 
also the new charter of foundation which he had obtained 
from Philip and Mary six months earlier and which linked 

his name for ever 








: with that of the 
‘ Norfolk rector 
who in 1348 had 
founded Gonville 
Hall for “ twenty 
students in dialec 
tics and other 
sciences.” Gon- 
ville and Caius 





College, as it was 
henceforth to be 
known, took 


lease ot 


on a 

life 
by this magnificent 
endowment, but its 
new founder made 
no stipulation that 


it was to become a 


new 


medical college 
Although the 
faculty ot medi 
at Cambridge 
was as old as that 


cine 











Legge Building and Gate of Humility, of divinity and 
1841 (Le Keux). From Venn-—Biographi- law ned 1 le 
a History of Gonville and Caius aw, Dota a 
College C.U.P.. 1901 tureships were re 

garded as some 

thing of a sinecure The Linacre lecture at Cambridge, 


1524, was in trust to St. John’s, and the Regius 
Henry VIII in 1540, had made 
little or no impression on the sad neglect of medical studies 
As early as 1421 a petition to Parliament sought to prevent 
ill persons who had not graduated “ Bachelour or Doctou 
of Fisyk at one of the Universitees of this 


founded in 
professorship, founded by 
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1558, the plan itself may have been sufficient to deter Caius 
from seeking to anticipate it or compete with it. 

To John Caius, the leading physician of his age, who had 
done so much to establish order and discipline in the affairs 
of the College of Physicians and who was the first to break 
down the barrier between the physician and the less learned 
surgeon by lecturing on anatomy for twenty years in the 
Barber-Surgeons’ Hall, the need for more systematic and 
comprehensive medical teaching must have been obvious. 
But a great opportunity, which may have changed the 
history of medicine in England, was missed. A week afte 
the formal bestowal of his gift Caius was incorporated M.D 
at Cambridge, and thereby honoured his university, although 
such an idea probably never entered his mind, for he was a 
modest and retiring man. Reluctantly, he accepted the 
mastership of the college in 1559 (but he refused the emolu- 
ments of his office) and spent considerable time in framing 
the code of statutes for the college and in adding a new 
court and new gates, one dedicated to Humility and the 
other to Virtue and Wisdom, while a third, the Gate of 
Honour, was erected after his death with funds he left for 
that purpose 

It would be pleasing to record that his mastership was 
characterized by the peace and orderly progress which would 
have been the most fitting reward for a man of his nature 
It was not. There was ideological conflict even in the six 
teenth century, and it appears that there were even “ angry 
young men.” The fellows of his college, who were all under 
25 in 1564, turned against him. Protestantism was militant 
under the new Queen, and Caius was not regarded as one of 
ardent supporters. On December 13, 1572, the 
Vice-Chancellor ordered his rooms in the college to be 
searched, and a great number of “ chapel ornaments,” books, 
and “ popishe trumpery ” burnt in the 


is most 


were destroved o1 
college court 

Six months later Caius visited Cambridge to resign his 
mastership and to give directions for the preparation of his 
tomb in the college chapel. He died at his house in London 
on the very day he had predicted, July 29, 1573, and his 
body “ was conducted with the greatest funeral pomp” by 
“all degrees in the university ” to the college chapel, where it 
lies beneath a monument simply inscribed: Vivit post funera 


virtus Fui Caius Actatis suae Ixiij. Obtit xxix Julii. 
A.D. 1573 

There are excellent accounts of the life and many im 
portant writings of John Caius There is a monumental 


in five volumes, of his college, but what 
than anv of these 


biographical history, 


must please the shade of Caius more 





lond”” from practising medicine 


A century later the new ¢ ollege of Physi 


cians, in its regulations for admitting ae 
Fellows, was equally restrictive, but Linacre ” 
like Caius and Harvey after him, went to pe 
Padua for his medical training. Gonville - 

Hall, when Caius first entered it in 1529 at 


a small college which en 


the age of 19, was 

rolled its members, most of whom read 
theology, chiefly from the yeoman families 
of Norfolk and other eastern counties. Dut 


ng the first phase of its existence under its 
new name it attracted members from a wider 
field, especially the northern 
cause its new founder retained his sympathy 
for the old religion, and his college came to 
be regarded as a haven for those who shared 


counties, be 


his views. Only ten years before Caius be 
gan to make the discreet and modest in 
quizies of his old college which were to 


result in his benefaction, a royal commission 
had been appointed by Edward VI with the 
express purpose of establishing a “ King’s 
Medical College” in Cambridge, and. = 























though his project was still unrealized in 


he college in the seventeenth century 


From LoGan—Cantabrigia Hlustrata (1690) 
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is the fact that we may now, in commemorating the 
quatercentenary of its foundation, repeat with more truth 
than when they were written the words of Thomas Fulle: 

that it is “a numerous nursery of eminent physicians.” 


F. N. L. POYNTER 
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Reports of Societies 





MANAGEMENT OF GLAUCOMA 





Dr. DorotHy R. CAMPBELL, director of the research depart 
Birmingham and Midland Eye Hospital, dis 
ssed the edic treatment of glaucoma at a meeting of 
Midland Medical Society last month She began b 
erring to the Ministry of Health's Memorandum on ti 
P n a {lleviatic f Blindness,* which asserts 
it Ss e 40 ot those registered as blind trom glaucoma 
had m treatment This was disturbing. said Dr 
Campbell, as glaucoma was now one of the three main 
ses of blindness in adults The Memorandum, she con 
1ued e yn to say Effective treatment of this serious 
ondition depends almost entirely upon early reterral b 
the family doctor, since it is to him that the patient usually 
first reports his symptoms, if he reports them at all 
Giaucom however, said Dr. Campbell, was a rare 
lisease. with such elusive symptoms that it could easily 
scape the notice of the general practitioner, especially in 
se stages. On the other hand. it might present as an 
cutely painful condition of the eye demanding his immediate 
ttention, or as sudden blindness in a middle-aged and other 
wise active subject Much more rarely the patient sought 


idvice because of premonitory symptoms such as attacks ol 


red vision o1 haloes.” It was a sober thought that 


iny eye affected with acute congestive giaucoma was lett 
treated for many days it would inevitably go blind The 
condition could be recognized by the hardness of the eve 
by the dilated and fixed pupil, and by the steamy corne: 
Vision was reduced to perception of light ; there was severe 


he eve and temple, and there might be vomiting 


First-Aid Treatment 


he general practitioner did not usually apply any remedy 
ven as first-aid measure, but referred the case as soon 
possible tor specialist treatment It would, however 


definitely improve the chances for the recovery of vision 





f he did s« The instillation of a miotic (2"., eserine or pilo- 
carpine) in the form of drops every ten minutes, for at least 
half an | would initiate reduction of the intraocular 
pressure by constricting the pupil and opening up the angle 
hrough which the aqueous humour drained. It was a wise 
precaution to instil the drops also, at least once, into the 
iffected eye. Pain should be relieved by codeine or more 
ffectively by morphine pethidine. If the patient could 
t ed to hospital until the next day. a saline 
perient would be of benefit 

| idition to these well-known remedies, acetazolamide 
was a new and effective agent A single dose of 250 or 
S00 mg. could safely be given to all patients except those 
h known kidney disease It would cause a diuresis and 

t th ime me reduce th ntraocular pressure It was 
helpful in all forms of acute glaucoma—for example, the 
congestive type—and in glaucoma secondary to iritis, to 
*Se n J ll general pr itioners, ophthalmic edi- 

< id of t n the National Health Ser 
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thrombosis of the central retinal vein, or to sudden intra 
ocular haemorrhage in a hypertensive subject. It had few 
adverse effects, though it might sometimes cause drowsiness 


or tingling in the limbs. It could be used in conjunction 


with miotics, and could be continued after admission to 
hospital in order to settle an eye before operation 


Recognition of Chronic Glaucoma 


The signs of chronic glaucoma were evanescent, and were 
best regarded as being due to abnormal excursions in the 
intraocular pressure The pressure usually rose at night 
but even in glaucoma might still be within normal limits 
during the day Attacks of blurred vision might occu! 
ifter being in the dark-—for example, at the cinema, wher 
the pupil dilated—and similarly they might also follow 
excitement The ciliary body was affected by a high intra 
ocular pressure, which accounted for the difficulty experi 
Haloes or rainbows were due to oedema 


enced in reading 
of the cornea and were commonest in eyes with a shallow 
They represented a mild form of the 


severe attack of acute congestive glaucoma. 


interior chamber 


In glaucoma simplex, where the angle of the anterior 
chamber was wide, haloes and acute attacks were unusual, 
but recurrent small rises in pressure together with some 
other factors as yet unknown caused a slow atrophy of the 
optic nerve. Small central scotomata appeared, and gradu 
illy the peripheral field also became affected. This was 
the insidious state of affairs which ended in “ cupping” of 
the optic disk, and in sudden failure of vision when the 
field loss finally encroached upon the area of central vision 

Admittedly the detection of the early signs of glaucoma 
was most difficult, but the general practitioner had a golden 
opportunity of inquiring into the visual history of middle 
iged patients when they came to him asking to be tested for 
glasses This was the age-group in which ocular disease 
rather than a simple error of refraction might account for 
visual disorder, and in which the general practitioner should 
look to the best of his ability for any sign or symptom o 
glaucoma. He could check the visual acuity, make a digital 
estimation of the intraocular pressure, and look at the optic 
disks If there were any suspicious signs, and particularly 


i family history of glaucoma, the patient should be referred 
or ophthalmic investigation betore refraction 


Treatment in Hospital 

Treatment in hospital could be medical or surgical. Both 
Limed at securing a permanent reduction of intraocular pres 
sure, but opinion had veered in favour of medical treatment 
it least initially. The delicate surgical procedure of making 
in external filter on the eye was now reserved for obstinate 
cases, and in narrow-angle glaucoma had been supplanted 
by a small peripheral tridectomy 

In medical treatment, miotics were now used with greater 
discretion, being instilled at the time of day or night when 
the intraocular pressure was rising. his varied in indivi 
dual subjects and must be ascertained for each eye. Potent 
miotics such as di-isopropylfluorophosphonate (D.F.P.) and 
eserine were irritant and could be used only for a short time 
so that pilocarpine remained the miotic of choice for pro 
longed use. Patients could usually be trusted to use it 
regularly, but it had the great disadvantage that it restricted 
the range of vision through a small pupil, and in aged 
patients with an early cataract might cause a serious loss of 
visual acuity 

Fortunately acetazolamide could be used instead of 
miotics or to supplement their action so that they need 
not be used during the daytime. Its action on the «ye 
was a comparatively recent discovery. A single dose caused 
i fall of intraocular pressure concurrent with its systemic 
effects—diuresis, increased excretion of sodium and potas- 
sium, and fall in blood sodium 
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In a patient on a moderate and level intake of sodium 
the eye’s response to acetazolamide steadily declined, but 
both the ocular and the systemic response could be restored 
by the concurrent administration of a potassium salt. 
Oral potassium bicarbonate. | g. three times daily, with a 
daily dose of 250 mg. acetazolamide would promote a daily 
pressure and a gradual decline of the 

Patients had been maintained on this 
This treat- 


fall in intraocular 
maximum pressure 
treatment for twelve months with no ill effects. 
ment offered a prospect that the eye would eventually regain 


1 normal range of pressure 


Motoring News 


REPORTS OF 





CONTINENTAL TOURING 


spring more and more British tourists 


With the coming o 

rush to book their passages on cross-Channel steamers and 

urcratt for holidays abroad Doctors are no less immune 

from the attractions of new 

takes a bit of organizing, and it 
well to start as early as Bookings on the 

steamers between Dover and difficult 


during the summer months, and I would therefore strongly, 


countries than other tourists. 
yut a Continental holiday 
possible 
Calais are always 
travel The two companies operating a 
Airways Ltd 
for normal 


recommend att 
fernes are Air Charter Ltd. and Silver City 

You will find expensive 
cars than the steamer 


Bookings 


these are no more 
Save a great deal 
better at the 
than with the 


booked to 


services, and they 
can also be arranged 
especially for mid-week travel 
which are nearly always 


months 


of time 
last minute 
shipping 
capacity 


companies, 
during the holiday 
needed are best left to the A.A. or the 
£3 3s. for this service, but it does 


Ihe documents 
R.A which charge 
absolve you from tedious work and also from the respon 
sibility of this aspect of journey You can, if you 
prefer, obtain a “ laissez passer” ot 
frontier on payment of a small fee Insurance is also 
another question which must be You should 
advise your insurance company some time in advance that 
you are going abroad, so that they can provide the neces- 
sary “green card” which is now recognized in most coun 
tries in Europe Spain, however, is one country where 
one should not linger if involved in a minor incident, for 
the legal arrangements are peculiar and you may be detained 


youl 
customs pass at each 


settled 


‘ 


Or a long time over some trivial matter 

As to your car, worry over its reliability depends on how 
If you are only going to Brittany o1 
made upon its 


tar you wish to go 
the Low Countries few 
capabilities, though you should make sure the springs will 
be sufficient to cope with the extra loads, have it serviced 
before you leave, and see that all the lights are working 
France is the only country requiring yellow lights, and you 
can either substitute yellow bulbs in place of the normal 
white ones or, at less cost, use the stick-on paper 
supplied by the A.A. and R.A.C Your dipping mechanism 
will be wrong unless you have the modern double dipping 
lamps, but, even in the case of the single-dip type, one head 
satisfactory for touring purposes For 
afield you should look tyres, 
a new spare, see that your brakes are 


demands will be 


cove®rs 


lamp is generally 
travelling further 
and, if necessary, buy 
satisfactory and do not need relining, and have the battery 
checked at your garage. If you are going into the mountains 
see that the cooling system is working properly and that 
the water pump, if fitted, is also functioning. If a thermostat 
is fitted also, it is often a good idea to have this removed. 
since that allows the water to circulate more rapidly and 
may make all the difference between boiling and not boiling 
on «a long pass. 


over VOUT 


One small point: make sure that your G.B. plate is of 
regulation size—many ot the fancy kinds you see are illegal 
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and theoretically it should be illuminated by one of the 
rear lamps. 
Spare Parts 


This is an important matter if you are going far, and it is 
advisable to obtain a special kit, returnable after your holi- 
day, from your garage or from the makers of your car. 
Failing this, you should have with you a spare coil, con- 
denser, sparking-plug, lamp bulbs, inlet and exhaust valve 
and valve spring plus wire, insulation tape, and as many 
tools as you can lay your hands on. Another method is to 
drop into your locai service depot and get them to note your 
engine and chassis numbers, so that if you have to wire them 
then you can be sure of getting the right parts sent to you 
Ihe A.A. and R.A.C., however, have been operating a 
breakdown service on the Continent for some years now, 
and, if you are a member, a telegram to them will bring 
spares within a few hours. 

Spare oil should also be taken, because many of the Con 
tinental oils supplied for use in motor vehicles are of vege 
table origin, whereas those in Britain are mineral, and a 
mixture of the two is not desirable. You can buy the right 
kinds abroad at some of the large service stations, but a 
gallon can in the car solves the problem once and for all 
ind you can, when you return home, estimate exactly how 
much oil your car has used for the whole trip. 

he price of petrol in Continental countries is generally 
slightly lower than the price at the pump in Britain, The 
following are prices of super-grade fuel in the more popular 
countries: Germany Ss. Sd.. Austria 4s. 8d., Switzerland 
4s. I1d., Italy (tourist rate) Ss. 7d.. Holland 4s. 4d.. Belgium 
4s. 6d., Sweden 4s. Sd.. Denmark 4s. 6d.. Norway 4s. 9d., 
and Spain Ss. 10d Tourists in France can obtain petrol 
at 4s. 2d. (standard grade) if using vouchers from London 
branches of French banks. Standard grades of fuel are 
available in all countries and are suitable for cars with low 
compression ratios. The standard grade in Spain, however, 
is hardly suitable for any self-respecting motor-car, but in 
many cases itis all that can be found in small villages— 
and the pump takes a bit of looking for too. In Italy petrol 
coupons for the tourist rate petrol may be bought at the 
frontiers 

Except in Norway and Spain, you will find good roads 
throughout the Continent. Norwegian roads are sometimes 
narrow and are not surfaced, so you have to put up with 
loose gravel and dust. Spanish roads are often pot-holed 
and in poor repair. with the possible exception of the main 
coastal roads, and if you intend driving much in Spain see 
that your shock-absorbers are working properly. Also keep 
your petrol tank full, as pumps are sometimes isolated 
Never leave your car unlocked, and take valuables into the 
hotel at night. 

France are usually good, and the mechanics 
are veritable geniuses at make-do-and-mend they 
had to be until the advent of the Citroen 2CV, which drove 
the decrepit French cars off the roads by their thousands. 
Holland and Belgium are not good; their workmanship is 

Denmark is just as expensive, 
The same applies to the rest of 
Scandinavia and Italy. Switzerland is the best for all-round 
service, for there are so many different makes of car on 
Swiss roads that garages carry spares for a great number 
of different cars emanating from almost every country in 
Europe. Again charges are high, but you can be sure the 
job will be done and done well. Spain is perhaps the worst 
from the point of view of repairs, for the local village garage 
is usually a decrepit petrol pump and a shed with very few 
tools. Fortunately I have never had to have any work done 
on a car in Spain, but, if necessary, it is likely that it would 
take time—although, like other things in that country, the 
cost would not be very great. After all, the model T Ford 
is still in circulation in some of the country areas, and many 
of the garages still cater for this sort of car. 

TAIN GELLATLY 


Garages in 
tactics : 


poor and their charges high 
but they do a good job 
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School Medical Inspections 
March 8, p. 573) 
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of their value and that they are well worth doing, but no one 
with knowledge of the conditions under which they are 
carried out would suggest for a moment that they can replace 
a full medical examination when this is required for some 
Specific purpose.—I am, etc., 


B ( J. SANDERSON 


school doctor, | welcome very much indeed 
Dr. J. A. H. Lee’s article on The Effectiveness of Routine 
Examination of Schoolchildren ” (Journal, March 8, p. 573) 


It will stimulate interest and discussion, and can, tn the end 


SIR \ 


e importance of school medical inspec 
lich are too often classed as being uninteresting 


ind unrewarding tasks 





1 was most surprised at there being such a large measure 
of ee between the findings of the School Health and 
. SC ils | urvived four routine schoo 
ed pect! ‘ach of which was carried out by one 
n blemis! but when I went for n 
S dica “ scc x doctor ( vh 
1 I | ‘ ( rked varicoc nd | 
} ¢ | wh Ss 7 < r d 
c l C e to be ex 
d find son lefec 
avid 
| fl p e th tT 
tt yf the work tt che 
I p fT I tl t k t 
2 ic I Ore t 1 
‘ ¢ k e child wh S 1X 
I Sc school dic | 
to ¢ Sc pathological cond 
! ( sc lly iW e ¢ 
n I nic he chool docto 
D [ i s he R.A.M< 
N Se C s to be constantly detect 
] nad en | ( 
i d Se wpe ’ ! d 
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n xamil schoo 
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C. B. Hiccou 
Ulcerative Colitis 
S | A ; sympatl Dr. H. M 
I J , March p. 51 n the 
With te 
i ‘ Mosul th ving 
} t I l 
4 \ Mosul I 
1 | . 
\ I j wel I 
As ft | | 
I nM | d I had 
’ ph tre which ( 
| f I ight English now 
d Mr. B 101 Brit nd Ame 
\ 100d appeti id 
f ppetl I ull havin 
t in Liverpool and feel 
Th ark comin it does 
ly w vi me to us a few short months 
j k irce 1 word ¢ English 
In our attitude to disease ke ulcerative colitis we in this 
ntry afr apt ft forget that amongst the vast population 
A Asia oples the majority would rather die than 
hav lostomyv or an ileostomy It is therefore particu 
tunate that in the case of ulcerative colitis we a 
t fl olecton with ileo-rectal anastomosis Fe 
4 irt | have ec! picte converted to the 4 
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that this is the operation of choice and that an ileostomy 
should be made only in exceptional circumstances. If the 
anal sphincters have been destroyed by fistula or its treat- 
ment, if the rectum is completely stenosed, or if there 
appears to be a pre-cancerous condition, then clearly its 
preservation is out of the question. For all practical pur- 
poses the rectum is never healthy in ulcerative colitis, but | 
would say that, except in the circumstances I have named, 
its conservation is always worth a tmial. An ileostomy 
should, in my view, only be done in the average case when 
the conservative operation has proved a failure.-I am, etc., 
CHARLES WELLS 


Anaesthetic Hazard 

inevitable has happened. Dr. S. F. Durrans 
(Journal, February 8. p. 343) has found a dangerous hazard 
when ether and trichlorethylene are used simultaneously 
from the latest pattern of Boyle anaesthetic machine, where 
the ether bottle is placed first in series. This modification 
has already been welcomed by Foster and Todd’ as prevent 
ing the risk of contamination of ether by trichlorethylene, 
when, as in the older models of the apparatus, the trichlor 
ethvlene vaporizer lies first in series 

A further modification to place the vaporizers in parallel 
Durrans suggests, solve the problem. But 

which did just this, and for 
| think, very popular. So why 
ind never use the two vaporizers 


SIR The 


would, as Dt 
the old ‘* Webber's 


the same reasons, were not 


bottles,” 


not adopt a simple remedy 
simultaneously ? 

Finally, it is interesting to read, in the second 
edition of Dr. C. Langton Hewer’s Recent Advances in 
tnaesthesia and Analgesia,’ the following paragraph: 

“It should be noted that if the ether and chloroform 
bottles of a gas-oxygen machine are connected ‘in series’ 
it is possible for the ether to become contaminated with 
chloroform (or vice versa, according to the position of the 
bottles) if the gases are passed over or through both liquids 
simultaneously. The modification made by Webber avoids 
this by connecting the bottles in * parallel.” 

[hus we progress !—-I am, etc., 


(1937) 


oni ein J. A. G. Horton 


REFERENCES 
Todd, 1 M.. Brit. J. Anaesth., 1956. 28. 50 
idvances in Anaesthesia and Analgesia, 2nd 


Newcast 


Foster, P. A and 
Hewer, C. L., Res 


193 London 


Sir,—-Dr. S. F. Durrans in his letter (Journal, February 8, 
p. 343), which refers to the latest model of the Boyle 
anaesthetic machine, points out the danger of contaminating 
the trichlorethylene with ether when the anaesthetic bottles 
ire arranged in ether-trichlorethylene sequence. The con 
tamination of one agent with another when using two 
bottles simultaneously has always been possible with stan 
dard Boyle bottles Dr. C. Langton Hewer'’ drew attention 
to this as long ago as 1932, adding that “the modification 
made by [Dr. H. N.] Webber avoids this by connecting the 
bottles in parallel.” This modification was manufactured 


by Messrs. A. Charles King.--I am, etc., 
R. H. SALT, 
Head Technician 
Nuffield Department of Anaesthet 
University of Oxford 
REFERENCE 
Hew ( I ton, R t Advances in Anaesthesia and Anilgesia 32 
I fon 
Portable Oxygen Therapy 
Sir.—With reference to the article by Dr. F. J. Moran 


Campbell (Journal, December 28, 1957, p. 1518) your readers 
interested in the oxygen equipment carried by 
for the use of invalid passengers. This equipment 


may be 
B.O.A< 
(see Fig.), made especially for us by the Walter Kidde Co., 
Ltd.. is additional to the normal built-in aircraft oxygen 
system and is self-contained, portable, and extremely light, 
weighing 15 Ib. (6.8 kg.) complete with light alloy carrying- 
case The lightweight 


equipment consists of four steel 
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cylinders of 120 litres capacity, all of which feed simul- 
taneously into a specially designed regulator head via a 
gauge which records the total gas capacity. The cylinders 
should never be allowed to become completely empty, 
because it then becomes necessary to have them “ dried 
out” before recharging, which would mean withdrawing 
the set from service for several weeks. The regulator head 
is designed to give two pre-set rates of flow, one of 3.5 litres 
per minute, the other of 10 litres per minute. In order to 
operate the apparatus, the rate of flow is decided upon and 
the valve wheel opened ; the flow remains constant. 








a 
| 












UGHT ALLOY 
TRANSIT CASE. 


POLYMASK —* 











[Ernest A. Cook, Ealing, W 
Portable oxygen equipment used by B.O.A.C. 


Each set carries adult- and infant-size masks. The mask 
is of the expendable type known as the “ polymask ” made 
by the British Oxygen Gases Ltd., and has the advantage of 
extreme lightness, weighing oniy one-quarter of an ounce 
(7 g.). It can be quickly moulded to the face, giving an effec- 
tive seal, and has generally been found more acceptable to 
invalids travelling by air than a rigid moulded face-piece 
Being disposable after use, it also ensures each passenger 
uses a new clean mask and furthermore saves cost and time 
in running «a sterilization routine. 

A number of sets are located at strategic points through- 
out the world where they can be uplifted by B.O.A.C. air 
craft as required. A record of all such sets and their move- 
ment is maintained by the medical department at London 


Airport. Although of modern design in keeping with other 
iircraft equipment, these sets have a very high “ service- 
ability ” record, some idea of the extent to which they are 


used being shown by the fact that the average number of 
issues to invalid passengers per month is over 200. 

I am indebted to the Chief Medical Officer of B.O.A.C. for 
permission to publish this letter 

I am, ete., 

C. V. Frost, 
Medical Supplies Officer 
British Overseas Airways Corporadon 


Television Syncope 


Sir,—The B.B.C. are to be congratulated on providing 
useful data for those interested in mechanisms causing 
syncope Television syncope. reported in your columns 
(Journal, March 8, p. 577), is not new: once again the 
Americans have preceded us, though it is interesting that 
operations on the heart should be peculiarly effective in 
both countries. From the technical point of view, it is a 
pity that colour presentation is not vet available, for open 
ing the left auricle should produce a fine scarlet gush, and 
statistical comparison with black-and-white of the conse 
quent syncope would be of considerable 
scientific interest 
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without 
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ict supine posture should make the 
hypotension virtually impossible. It 


st 
to have available a utensil, common 
American hotels, in case nausea 
e lam, et 


Se 


SHARPE Y-SCHAFER 


elevision emergency to-night. | 


eport a 


is called upon to diagnose (as an emergency call) a faint 


who revolted at the sight of 
he medical department of 
r Hands (neurosurgery) production 


opinion as yet educated 


ire not in my 


enough to take these programmes in 


can find other means if thev are interested 


pointless, and | would suggest that the 
they can find nothing better, would be 
Wonder Horse have a 


Champion the 


GRAHAM BLACK 


Disease Education by the B.B.C. 
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frequently appearing in Family Doctor 
The aim of health education is to make it possible for the 
layman to help himself and actively participate in the 
promotion of his individual and community health To 
make wise choices in health matters requires as full a know 
ledge and familiarity with scientific medicine 
We should be glad that our profession is attracting informed 
comment, rather than the docile reverence 


I am, etc 


advertising copy 


as possible 


ind critical public 
of all-too patient patients 
JOHN BuRTON, 

Medical Director 

I d Ww. Central Council for Health Educat 
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“ Trophenium ” and Cholinesterases 


Str Trophenium ” (phenacyl homatropinium chloride 


is a ganglion-blocking compound which is used to produce 


Its properties have been described 
Gilhes, and Spencer and it has recently 
eleased for Trophenium differs from 
(trimetaphan camphorsulphonate) in its relative 


y Robertson 
general use 
artonad 
In particular trophenium is very 
taphan as a histamine liberator 


practical importance that we have found that 
pseudo 
lewfik 
effect 


term 


extend to the action on 
Irimetaphan has been noted b 
therefore potentiates the 
muscle relaxant whose 
on is due to its rapid destruction by pseudocholin 
We have found that trophenium is a potent in 
t although to a 


short 


pseudocholinesterase and indeed 


sser extent—-of true cholinesterase 
The zyme activities were measured by the Warburg micro 
or rt method following exactly he technique ot 
McArdl This involves final 1/158 dilution of serum for the 
of the pseudocholinesterase, and a final 1/75 dilu 
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Food Hygiene 
Si You nnotation on Wrapped Food Journa 
j p. 388) attracted n ittention As there will 
foods sold unwrapped, why not begir 
bvious starting point? There is much to be done t 
oss mishandling of food and to trace st ps back 
n England as I knew it first more than 40 years age 
he det ( tion one to-da is scarcely credible and it 
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1 health rules and standards 
Women serving in some stores 


ippear in dirty at-on« 
things like bacon. 
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and other meats and then pass on to cheese and the like. 
Why cannot tongs be provided It is the same with sweets, 
loose biscuits, prunes, shelled peanuts, and sc forth—all 
handled in a very objectionable way ; there are a few excep- 
tions, of course. I do not think gloved hands are the answer, 
for they, like the ungloved hands, will not be properly used 
or cleaned, and in the long run will be more costly than 
tongs. While on this subject of food, one hears of food 
inspection, but, though | myself have not seen an inspector 
in two years’ of almost daily shopping, I have seen more 
lies and bees in butchers’ and fish shops than I would like 
to stand and count. Are cats allowed as permanent inhabi- 
tants of butchers’ shops, and why are dogs not prohibited 
Why must the public be requested in the 
interest of health not to take dogs in And when they are 
taken in what does the management do Why are fruiterers 
illowed to sell perished fruit which in the East would be 
Other objectionable practices can be reeled off, 


in food stores 


destroyed ? 
but sufficient is what has been said. 

When is something going to be done about masses of 
dogs’ excreta on the pavements which provide excellent food 
for flies in suitable weather some of these conceivably find 
their way into butchers’ and fish shops. Sticking warning 
notices about dogs on lamp standards and fines is a weak 
effort indeed. In far-off China do not animals have to wear 

dung bags” I am, etc., 

Wimbicedon. S W.19 B. J. Boucnut 
Electroencephalography 
Russell 


neurology 


electroencephalo 
355) and 


remarks on 
February 15, p. 
our annotation (p. 389) impart a bias to the field of 
electroencephalography which claims too much and not 
enough for the field. As for the discipline itself, many of 
those who practise electroencephalography, and even more 
of those who request the reports, lose sight of the fact that 
electrical recordings from the brain, be they direct or 
through skull and scalp, yield more information about the 
function and the state of the organ than about its anatomy 
In this it basically differs from radiology, and in this lies 
ts value for the present promise for the future 
As more becomes known about the relationship of brain 
potentials to brain function we are bound to gather more 
ibout the nature of brain physiology and pathophysiology 


Brain's 
(Journal, 


SIR Su 
vraphy and 


and its 


In the best of E.E.G laboratories the “conventional” 
F.E.G. machine is only a part of the neurophysiological 
nvestigations undertaken ; oscilloscopes. senscry stimula 
tion, automatic frequency analysis, toposcopy, correlation 


techniques, and other methods are increasingly put to ser 
vice in connexion with clinical problems which cover not 
patients in neurological hospitals but also in psychi- 
itric clinics and in laboratories which are concerned with 
personnel selection, psychological aptitude, etc Whether, 
in a more distant future electroencephalographers will be 
specialists like the radiologists whose craft depznds mainly 
ipon certain kind of equipment, or whether electro- 
encephalography will natural tool and part of 
the stock-in-trade of neurologists, psychiatrists, and neuro 
seen, but it is clear already that 
field that of an ancillary 


only 


become a 


surgeons, remains to be 
the potentialities of the exceed 
diagnostic technique 

Whether those who are to organize E.E.G. departments 
should be basically clinicians with a side interest, or physio 
logists with an interest in human illness or indeed physio 
logy, is, for this very reason, difficult to establish either way 
with certainty. It is doubtful therefore whether even in a 
whole year full-time in an E.E.G. department a clinician, 
without extensive fundamental training in physiology, 
physics, and the appropriate technology, could use an E.E.G 
department to the best advantage The most productive 
E.E.G. departments in this country and abroad are those 
where fundamental sciences and clinical medicine meet, be 
this in one person or in a heterogeneous team working to 
gether. Proof of this can be found readily in the literature 
and even in the Medical Directory. For better or worse 
the days of Wilfred Trotter are past: he constructed experi- 


CORRRESPONDENCE 


BRITISH 
MEDICAL JOURNAL 


709 

ments and widened the field of neurology without the 
elaborate apparatus now required in the study of brain 
physiology, yet one surmises that he would not have dis- 
cussed this aspect of his work as ancillary or diagnostic 
rhe best solution, it appears to me, for the immediate future 
would be the recommendations which were laid down by the 
Medical Research Council and the Ministry of Health in 
their White Paper of 1953 on clinical research,’ especially 
those relative to staff and clinical duties as laid down on 
pages 17-18.--I am, 


London, W.14 m2 
REFIPRENCE 


Relation to the 


etc., 
SHERWOOD. 


Clinical Research in National Health Service 1953 


H.M.S.O., London 


Anoxia in Pulmonary Emphysema 


Sir,-In your annotation on “ Neurological Aspects of 
Pulmonary Emphysema” (Journal, February 1, p. 272) 
there are several errors. You recommend that patients with 
respiratory failure be treated with a régime of 5-6 litres of 
5°. carbon dioxide in oxygen for 20 minutes in each hour. 
This is irrational, dangerous. and potentially lethal. One 
of us has previously reported an instance (Case 13)’ in which 
the administration of carbon dioxide in oxygen precipitated 
severe carbon-dioxide narcosis To our knowledge, only 
one group of worker in Buenos Aires* have suggested using 
carbon dioxide in oxygen. Suchspatients should, of course, 
receive oxygen without carbon dioxide at low rates of flow 
(1-3 litres per minute) continuously and, if necessary, with 
We are, etc., 
FE. Kerth WESTLAKE 

Moran CAMPBELI 


assisted ventilation 


London, W.1 S.J 
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Sir, -I have been impressed by the effectiveness of 
nikethamide in the treatment of coma due to pulmonary 
emphysema. When given intravenously in sufficiently large 
doses the result is very Four patients with 
this condition when treated not only regained consciousness 
but became mentally alert within a matter of seconds follow 


satusfactory 


ing the injection. The first case treated in this way had 
been unconscious for almost an hour before admission to 
hospital and had received no other treatment prior to the 
injection [he other three patients, who were having 


oxygen in tents, became increasingly drowsy and lapsed into 
coma They failed to regain consciousness on being re 
moved from the oxygen tent. In each instance the response 
to nikethamide was immediate and sustained, although one 
patient died hours later as a result of cardiac 
failure The amount of nikethamide (B.P.) used varied 
between 5 and 10 ml., and the time taken to give the injec- 
tion was approximately thirty seconds. Before embarking 
upon the more complicated methods of treating this group 
of patients such a simple and safe treatment should be con- 
sidered, but I would emphasize the need for high dosage 
I am, ete 


some 


(S ml. or more). 


DerRMOoT M. COLLINS 


Brighton 


Intraocular Pressure 


Sir,_-The concluding paragraph of the leading article on 
intraocular pressure (Journal, February 15, p. 387) envisages 
a field for research, a corner of which is available in the 
glaucoma of epidemic dropsy. I have pointed out frequently 
the significance of this condition in connexion with the 
general problem of the aetiology of glaucoma Calcutta 
workers’ * showed more than 20 years ago that epidemic 
dropsy is due to the ingestion of a toxin which occurs as 
an impurity in the food, and is derived from the oil of the 
seed Argemone mexicana. Certain ophthalmologists have 
been interested in this subject in the past 10 years, both in 
this country‘ and overseas; but as far as I know it has not 
yet been exploited fully. The glaucoma of epidemic dropsy 
should furnish a “series of cases” of this syndrome, which 
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nay enadlie workers using up-to date methods “to decide 
whether the anomaly in fluid formation and intraocula 


in at least 
of the hypernormal intraocular pressure group 


pressure is primarily neurogenic or biochemical, 


one variety 


l am, etc., 
H Rosert E. WricH 
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44 
Psychopathic Personality 
Sirk, Despite a witticism about an elephant quoted b 
Dr. A. A. Bartholomew (Journal, January 25, p. 219) I sub 
nit that the definition ofa psychopathic personal tv 1s qu te 
simpie—it is that a personality is showing predominantly a 
* disturbance of behaviour (conation) That is all That is 
all the label says. It serves to distinguish his personality 
from a neurotic, who has predominantly a disturbance of 
eeling (affection), and from a psychotic, who has predom 
a disturbance of thought (cognition). We do not 








of course, use these terms unless the disturbance is outside 
he range of norma I am, etc 
I ; C. E. HEDGMAN TURNER 
Problems of Puberty 
Sik Ihe letters by Drs. R. N. B. Byatt and | \ 
Knappett (Journal, February 15. p. 397), expressing grave 
concern D Hi s comments irding the higl 
cidenc isturbation in adolescent males (Journa 
J 25, p 41), show how le th nderstand the 
5 pt ert 
Now I ire th D Kinsey's fig pplicable t 
C I iS t America di d ( eel that 
s h ] s influenc D 
Kr sugg hese e C pa ely | 
t i NI ik nm ga d as pup it a 
e | lic sc I fe ore ble tl Dr. Byatt's 
§ esid nedic office ca | S e that D 
Byatt’s “ wise advice the offending bi vould be “ stoy 
eth vith ¥ warnings abd« h dangers of this 
evil f[ ctic I eed hard! sa that this has bee the 
practice of our fathers and grandfathers in the past, with 
disastrous results nd must be condemned as a much 
greater ¢ than isturbatic itself, which does no ha 
nental physical, unless it is coupled with a deep sense 
— gull 
If we eg t h ( 1Z pe ic the | dle of 
adolescence i iss Of new feeling nd experiences 
e must first sh« the t we understand, that we know 
they themselves feel, and reassure them of their nor 
t ind not make e e evolting and evil 
Even ii they ire to beco Tic Saints martyrs or me nks let 
hem first become men, and let them grow without fea 
and guilt but with understanding and respect for sex.—l 
i etc 
‘ J D. E. Forp 
Kilts, Trews, and Hot Genes 
Sir.—Most biologists would agree that the spontancot 
nutation rate of a speci Journal, January 4, p. 34) is sul 
ect to natural selection. in the same way as factors such 
tcl : in passerine birds and litter size in 
nan s. Everv species therefore tends to have a muta 
rate which is best fitted to its surviva 
t has been argued by Muller’ and Dobzhansky,* amongst 
‘neticists. that an increase » th mutati ra ol 
s will I . I ! ffect on that species, because 
ations are de rious, and if the tation rate 1 
too high the survival of the species is imperilled Never 
theless. without mutation a species would lose its only source 
f th iw materials of genetic variability and its evolution 
ld timat cea despite the fact that considerable 
‘ ti plasticity would still be available to such a 
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species through recombination of genes in the existing gene 
pool. Thus, were it possible to reduce the mutation rate of the 
human species to zero, and should there then be a significant 
increase in the background radiation, it is clear that, if there 
are no genes in the existing human gene pool which give 
the carriers a tolerance to the increased radiation, 
then the extinction of the human race would seem inevitable 
\ reduction in the mutation rate might have the same con 
if the hypothetical genes conferring tolerance to 
increased radiation did not have a chance to mutate in time 

Ehrenberg postulate that one of the 
functions of the scrotum is to keep the mutation rate at a 
level by lowering testicular temperature. They con 
from their measurements of scrotal temperatures in 
clothed and nude men that the wearing of European male 
lead “to an of 85 in the 
fat mutations transmitted by the male.’ 
This would seem to be an unwarranted conclusion, because 
they their investigations at environmental tem 
peratures 19.5 and 21.5 C., and it is quite clear 
that man is a tropical mammal who emerged in a tropical 
or subtropical habitat and whose surviving near 
the great are confined to the tropics 


greater 


Sequence 


and his colleagues 


1OoW 


clude 


ittire may 
ite, in 


increase mutation 


so as are 
conducted 


between 


relatives 

The environ 
mental temperatures to which man is, and has been, exposed 
in the regions in which he evolved are appreciably higher 
than those chosen by Ehrenberg and his colleagues for their 


ipes 


vork. It should need no emphasis that the wearing of 
othing ind the use of fire and appropriate shelter are 
cultural adaptations which have enabled man not only to 
survive but to develop high civilizations in regions which 


would otherwise physiological stress on him 
One 
the 


Tierra del Fuego 


€ impose severe 
incompatible with the development of any civilization 
! Darwin’s* graphic description of 


the naked inhabitants of 


mention 


wretched state of 


All the cultural devices are designed so as to produce a 
cro-climate in close proximity to his skin as nearly tropical 
is possible and thus make him as independent as possible 
ff the macro-climate in which he lives 
It would seem, then, that the wearing of kilts in the middle 
ind high latitudes, by lowering scrotal temperatures to levels 


1 


below those which are optimal for a tropical mammal, would 

duce the mutation rate in those males who habitually wear 
then whereas the wearing of trews (trousers being the 
traditional garb of higher latitudes) would merely keep the 
mutation rate at its optimal level by maintaining subtropical 
or tropical temperatures in the vicinity of the scrotum \ 
lowering of the mutation rate might even adversely affect 
the chances ol survival of kilted populations, should we be 

ving at the end of the Pleistocene Ice Age and not in an 


er-stadium. We are all apt to forget that present climatic 


onditions are ephemeral when considered on the geological 


time-scale, and we need to be reminded that if there is a 
long future for the human race those with “ hot genes ™ are 
more likely to thrive in the warmer climates which will 
succeed the present Ice Age. Maybe the War Office, after 
ill, were the more percipient, and trews, rather than kilts o1 
codpieces, are the eugenic garments for our latitudes 
I 
I am, etc 
London, S.E.1 E. J. MOYNAHAN 
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Testicular Torsion 


Sirn,—In their article on testicular torsion (Journa 
January 4, p. 37) Mr. A. Wilfrid Adams and Mr. N 
Slade state: “The patient guards against movement of the 
testicle, which is extremely tender (my _ italics) If, as 
seems indicated, the intrascrotal tenderness was caused by 
compression of the testis, I beg to differ. True testicular 


pain is situated in the lower abdomen: the local intrascrotal 


pain is due to stimulation of the tunica vaginalis testis—a 


process of parietal peritoneum which has a somatic innerva 
serous membrane in which 


tion and incidentally is the only 
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both the investing and parietal parts are “sensitive” to 
physical, chemical, and thermal stimuli. The gut with a 
splanchnic innervation has a high pain threshold. So also has 
the testis, but, by a wise provision of Nature, these organs 
ire enclosed in and protected by a much more “ sensitive ’ 
envelope (with a low threshold). -I am, etc.. 

Dundee, Scotland F. R. Brown. 


Post-operative Position 


Sir,—Dr nm. (J Marriott’s post-operative position 
(Journal, January 25, p. 215) is, | am sure, fine for young, 
strong, or reasonably well patients; but I am not so sure 
that it is so good for the old, weak, and ill patients. | 
doubt whether it would be practicable in an ordinary hos- 
pital because of the great strain it would put on the nursing 
staff. 

But I am particularly interested in his seventh argument 
in favour of his namely, “more leg movement 
chance of pulmonary embolism.” For a great 
many years I have worked on the theory that Fowler’s posi- 
tion is bad, and that early and rapid mobilization is good, 
in the prevention of pulmonary embolism. But for several 
years I have had a nasty sort of feeling that pulmonary 
embolism is on the increase in my patients. So I looked 
out my 1957, and find that i operated on 660, 
that there were seven cases of pulmonary embolism, of 
In fact, what I used to look upon as an 
occasional that had to be taken in 
has now become the chief factor in the mortality rate 

Can Dr. Marriott prove to me that more leg movement 
and early mobilization lead to less chance of pulmonary 
1 am beginning to think that the reverse may 
Ot my seven cases of pulmonary embolism, 
obese, and I feel that these are 


position 


and less 


figures for 


which six died 


disaster, one’s stride, 


embolism 
De the Xu ise. 
six were old and six were 
One seldom sees 


perhaps the two most significant factors 


pulmonary embolism in very young people or in very thin 


people. 
No doubt the fact that we are taking on older and older 
patients, and poorer and poorer operative risks. as time 


goes on and anaesthetic methods improve, is also of import- 
ince I 


giving an unselected series of post-operative cases light anti- 


am now turning over in my mind the question of 


coagulant treatment in an effort to diminish pulmonary 
embolism.—I am, etce., 
ee Eric COLDRE’ 


Breast-feeding 

Sir, Surely it is the right of every mother to be allowed 
to decide whether she will bottle-feed her 
child. So often is she bludgeoned into carrying out against 
her will “the most cherished gift of motherhood,” as D1 
Grantly Dick-Read calls it in his letter (Journal, March 1. 
p. 518); and this often by male doctors who are physio 
vet who hold the whip 


breast-feed or 


hand 

Let us hope that most medical men in this country are 
not as biased as Dr. Grantly Dick-Read would have them 
be. and that they take heed of the article on the difficulties 
of breast-feeding by Drs. F. E. Hytten, Jessie C. Yorston, 
and A. M. Thomson (Journal, February 8, p. 310) After 
all, bottle-feeding is not such an ogre as some would have 
us think; it can sufficient food for the child, 
and it can be carried out at any time, anywhere, and by 
which cannot be said of breast-feeding.—I am, etc., 


K. D. NEAME. 


ogically incapable of experiencing it, 


guarantee 


inyone 


Sheffield, 10 


Sir,—-Drs. F. E. Hytten, Jessie C. Yorston, and A. M 
Thomson (Journal, February 8, p. 310) do not consider the 
influence of what must surely be some of the most important 
factors in the establishment of successful breast-feeding 

namely, antenatal explanation, instruction in correct 
technique, and advice regarding avoidance of the difficulties 
likely to be encountered, together with postnatal guidance 


and supervision. Establishment of successful breast-feeding 
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in this way is one of the advantages of hospital confinement 
for primigravidae. The authors of this article, however, 
do not state whether or not, in their understandable and 
necessary efforts not to give the mothers the impression 
of championing breast-feeding, adequate instruction and 
guidance were given. 

The mother’s attitude of mind, it is pointed out, strongly 
influences success or otherwise in breast-feeding, and, where 
this attitude is antagonistic, it is concluded that pressure 
should not be brought to bear against bottle-feeding. If 
the mother has, in fact, received the best of advice and 
guidance, this seems a reasonable and correct conclusion, 
but one of the factors they mention supporting this state- 
ment seems to me quite unreasonable: is one to assume, 
“since infant mortality has continued to fall pari passu 
with the decline in breast-feeding,’ that (unsuccessful) 
breast-feeding has in the past been a prime cause of infant 
mortality ? This statement seems to ignore such factors as 
the introduction of antibiotics, the increase and improve- 
ment of antenatal and postnatal care, and the many other 
advances in our knowledge and technique as causes for 
increased infant survival. 

The popular daily press gave some prominence to this 
article and its conclusion that healthier, happier babies may 
result from  bottle-feeding. This may well incur some 
embarrassment upon those protagonists of breast-feeding 
who consider the results achieved worth the effort involved 
in successfully encouraging breast-feeding Is it not 
desirable to make use of the facts assembled in this article 
to guide the attitude of the prospective mother (rather than 
“putting pressure on™ her) in favour of breast-feeding, so 
that, as the authors point out, she is likely to overcome 
many of the difficulties encountered, rather than to accept 
her initial antagonism before any help or 


advice has been offered I am, ete., 


attitudes of 


Ilford. Essex B. H. Boertt 
Five Years of General Practice 

Sir, Dr. John Fry’s ratio of 3.3 items of service per 
patient per annum (Journal, December 21, 1957, p. 1453) 
filled me with an envious awareness of my own inefficiency 
Here, I told myself, is a man who has solved the problem 
of capitation-fee medicine, who by a ruthless exorcism of 
tripe contrives to limit his labours to people genuinely in 
need of medical care, even in the N.H.S. I conjured up a 
vision of Dr. Fry striding into his waiting-room crying: 
“Evervbody with a cold stand up! Right, off you go. I 
can do nothing for you. Collect your certificates at the 
desk on your way out™; and then getting on with the big 


stuff. 
But we now learn (Journal, February 22, p. 456) that he 
finds colds “live, interesting, and far from undramatic,” 


while | am so uncharitable as to regard them as a squalid 
distraction, and, despite a vigorous policy of discouraging 
patients from wasting my time over them, I have never yet 
succeeded in reducing my item-per-patient ratio below 
4.8 per annum There is a fallacy here somewhere. Is 
somebody's arithmetic at fault? Is Beckenham a disease- 
free zone? If not, which patients is Dr. Fry repelling ? 
Will he not let us into the secret of his fantastically low 
ratio 7?—I am, etc., 

Shefficid, 10 B. BURNS 

Sir,—I cannot let Dr. Lawrence Mackie’s letter (Journal, 
February 8, p. 342) go unchallenged. In five years’ general 
practice my personal experience is that the prognosis of 
unhappy and precarious marriages is far better than that 
for which the survival rate in 
this practice is, to date, nil. In fairness I would prefer to 
say that a doctor might rather show the way for the 
unhappy couple to mend their marriage Surely this is 
sufficient reason for tackling these problems on the same 


of carcinoma of the stomach 


level as against illness 


Of course one must be on guard for the early carcinoma, the 
cerebral tumour, the T.B. meningitis, and all the other illnesses 
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which our teachers insisted it was unforgivable to miss. On the 
other hand it is surely equally important to spot the early de- 
pression, the early schizophrenia, or—take it one step further 

recognize an illness as emotionally determined instead of fixing 
it at an organic level and making future therapy more difficult 
On so many psychosomatic disorders the result may be in terms 
of structural change, the mechanism is explained on an organic 


hasis—but the cause is none the less psychogenic 


Phe assessment of psychosomatic and psychoneurotic illness 
in practice Is made more difficult because it is the doctor's 
attitude and own personality which determines the level 
at which an illness is fixed He will, broadly speaking, find 
only that which he seeks. If he is orientated at an organic 
level he will discourage or ignore offers of symptoms arising 
from emotionally determined illness. The blame for this 
must in part be directed at our medical training, in directing 
our attention toward organic illness. I hope and believe 
that in many medical schools this is being put right 
I am. etc 


I » I JouHN C. TURNER 


Influenzal Bronchopneumonia 


SIR | was interested to read the article by Drs. D. M 
Morgan and J. D. Pickup on influenzal bronchopneumonia 
in children (Journal, February 1, p. 263), as I saw a case 
with clinical features similar to those of one that they 
described 

I was asked to visit a boy of 9 during the influenza epidemic 
last September \ younger brother in the house was recovering 
from influenza at the time, but the mother was anxious because 
the child in question was vomiting persistently \ thorough ex 
imination of the child revealed no signs other than a furred 
tongue. His only complaint was of frequent episodes of nause 
some of which were followed by vomiting his had been in 
progress for about 20 hours. Three days previously the child 
had felt unwell but had ippeared to recover He was restless 
ind somewhat apprehensive but nevertheless rational In the 
past he had enjoyed good health He was seen the following 
morning, having spent a restless night. Again there were no 
physical signs, and he was apyrexial. He was, however, behaving 
in a peculiar manner, as any attempt to examine him was resisted 
violently with the accompaniment of high-pitched screams 

I called again shortly, having arranged his admission to hospital 
It was impossible to rouse him and he lay still, his eyes moving 


rapidly in a jerky uncoordinated manner He had developed 
4 Spastic paralysis of all limbs Ihe chest seemed quite clea 
He died within a few hours of admission to hospital A pos 


mortem examination revealed extensive hepatic necrosis 
lungs, however, appeared to be normal The brain appeared 
normal, and microscopy of the sections revealed no perivascular 


cuffing and no evidence of encephalitis 
I am, etc 


Rotherham COLIN CHANDLER 


Industrial Dermatitis 


SIR, After reading Dr. Edward Collier's letter (Journal 
February 15, p. 396) concerning the absence of sensitivity 


» | cetrimide, | am prompted to quote a case which | 
saw in February This patient had had both upper arms 
swabbed with 1 cetrimide before receiving a vaccination 


ind inoculation. I saw him two days later when he had 
a small discrete maculo-papular rash covering both upper 
arms The rash was intensely irritating. After a week's 
treatment with diphenhydramine, 25 mg. three times a day 
the rash cleared. A patch test was performed on his fore 
arms with a piece of “ elastoplast ” soaked in 1%, cetrimide 
The control arms had a piece of elastoplast without cetri 
mide. After 48 hours the test arm had a rash similar to 
that of his upper arms. The patient had never had any 
kind of dermatitis before, nor was there any family history 
though he does suffer from allergic rhinitis during the 
summer months.—-I am. etc 


Derby J. P. TELLING 


Sir,-Dr. F. F. Hellier’s pessimistic conclusions regarding 
the prognosis in industrial dermatitis (Journal, January 25, 
p. 196), in which he found a recurrence rate of 80% in men, 
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correspond closely with my own when I undertook a similar: 
though more limited follow-up from St. Thomas's Hospital 
in 1937 I sent out a questionary to 160 workers in various 
trades whose names were obtained from secretaries of trade 
unions in different parts of the country. All had been 
certified under the Workmen's Compensation Act, but many 
a long time back, and for this and other reasons only 70 
completed the questionary. Forty-two of these cases were 
studied, their primary attacks of dermatitis having occurred 
it least four years previously, and 34 (80.9%) of the men 
stated that they were still suffering from dermatitis 

The series, of course, was small, also possibly the original 
diagnosis in every case might not have withstood expert 
scrutiny. Indeed, it can be extremely difficult to reach a just 
and equitable assessment of occupational skin hazards in 
relation to such factors as constitutional proneness to 
eczema, inherent vulnerability of the skin, emotional stress, 
and so on The gloomiest outlook undoubtedly, as D1 
Hellier emphasizes, concerns those older men whose skins 
have broken down gradually from wear and tear and con 
stant exposure to irritants and degreasing agents over the 
years ; for a change of employment then is unlikely to prove 
of much benefit, even if the workman succeeds in overcoming 
the difficulties of learning a new trade. Incidentally, it could 
be inferred that there has been no very striking advance in 
preventive measures. Perhaps more and more automation 


where practicable, will help to reduce the incidence. —1 

im, etc 

Loadon, W.1 E. W. Prosser THOMAS 
REFERENCE 

Thomas, E. W. P., St. Thos. Hosp. Rep 2nd scrics, 193°, 2. p. 24 


The Stiff-man Syndrome 


Sirk, --Whilst congratulating Dr. Richard Asher on his 
skilful presentation of the woman with the stiff-man 
syndrome (Journal, February 1, p. 265), I find it hard to 
understand his satisfaction with the delayed diagnosis, for 


the following reasons 


(1) Nothing whatever is added to his knowledge of the 
patient's illness; aetiology, prognosis, treatment, and 
pathology (I cannot see that the muscle-fibre changes afte! 
so long are in any way specific) all remain equally obscure 
Merely giving a title to a group of clinical data ts in me 
way to step forward. 

(2) His mechanistic approach having proved sterile, he 
failed to follow up with a biological approach, on the lines 
of J. L. Halliday." What kind of person was the patient 
before she fell ill? Why did she become ill then? Why 
become ill in this way ? He was wrong in his half-hearted 
diagnosis of “ hysterical overlay,” not because it was faulty 
but because it was made as a waste-paper-basket diagnosis, 
with no intention of following it up Had he seriously 
accepted the diagnosis of hysteria he might have gone on to 
consider that such titanic muscle spasms, activated by un- 
conscious emotional conflict as are all such symptoms, must 
be a measure of the titanic nature of such conflict, and in 
turn would indicate the pressing need for therapy to try to 
resolve it. In default, the sequence of events followed the 
familiar pattern of the chronic hysteric, whose cry for 
help is not understood 

(3) He failed to appreciate the significance of the ulcera 
tive colitis after the establishment of the muscle-spasm con 
dition. Like the watchdog in Sherlock Holmes which did 
not bark during the night, there was no further trouble with 
ulcerative colitis. Why not? Cured by the colostomy 
Or coincidence ? Or perhaps the mode of expression of 
the deeper personality problems changed, Observe the 
sequence of events in 1940, the year of Dunkirk and the 
blitz; the “lumbar fibrositis’” begins and _ progresses 
steadily on to the muscular spasms which render the patient 
paralysed and helpless. It is now well known that in the 
aetiology of ulcerative colitis there are important problems 
of unconscious aggression.’ It does not seem unreasonable 
to me to look for some relationship in unconscious diagnosis 
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between ulcerative colitis and hysterical which 
render the patient completely immobile. 

(4) The vivid description of the patient’s spasms at the 
clinical meeting in 1957, and its effect on the observers, 
recalls the dramatic reactions of the famous hysterics in 
Charcot’s demonstration of hysteria 


spasms 


To summarize, I suggest that there is little validity in the 
concept of the stiff-man syndrome, and that the clinical facts 
so ably marshalled by Dr. Asher can be more usefully 
issessed with a broader psychosomatic approach to the ill 
patient.--I am, etc., 

London, W.13 AARON LASK 
REPFRENCES 
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chapter 4 


Human Colon, 1931 


Patellar Dislocation and Chondromalacia 

Sir, I was much interested in the comment of Dr. J. fF 
Brailsford (Journal, February 15, p. 400) on my _ paper 
(Journal, January 18, p I fully agree that chondro 
nalacia patellae may have a number of features in common 
with osteochondritis dissecans, and that there are of course 
other causes of chondromalacia patellae than subluxation of 
he patella, but I wished to stress that, if clinical evidence 
of chondromalacia patellae is found, the possibility of in 
stability of the patella with recurrent subluxations being the 
cause should be borne in mind, and that further, if this 
cause is found to be present, treatment of the chondro 
malacia patellae must take into account the cause of the 


155) 


condition 

If the cause of the chondromalacia is in fact recurrent 
subluxations of the patella, occurring over a long period, 
then simple rest is unlikely to cure the condition; but | 
would indeed agree that, in a patient who presents with an 
patellae, without any 
symptoms will settle not infre- 
modified activity. While 
surfaces in major joints should 


early chondromalacia Suggestion of 
patellar instability, such 
quently with a period of rest or 
n general damaged articular 
served, removal of the patella is 


many 


be as far as possible p 


in exception, and is the treatment of choice in 
actures of the patella 

The typical clinical features 
tily described by Wiles. Andrews, and Devas,’ and I fully 
gree with their view that the diagnosis is essentially clinical, 


radiographic examination rarely helps in the diag 


of chondromalacia patellae are 


ind that 


osis of this condition. except by exclusion of other disease 


I am, etc 


Winchester, Hant H. H 


REFERENCE 


LANGSTON 


Delivery of the Placenta 


Sir,—The third stage of labour can be reduced to a mini- 

um by the simple expedient of putting the infant into the 
nother’s arms In 99 of cases the placenta will be 
delivered in five minutes I am, ete 

Sale. Cheshir Dora J. A. CLARK. 


A Case of Health 
enjoyed Dr. Richard Asher’s report 
15, p. 393). Reading Dr. John Landon’s 
comments upon it in his letter requesting information on 
the aetiology of this rare condition (Journal, March 1, 
p. 522) reminded me of the investigation, reported by the 
Kent Paediatric Society a few years ago, into the actiology 
of health Am I not right in remembering that. out of all 
the possible contributory factors studied in a large group 
of children, the two showing the closest correlation with good 
health were attendance at Sunday school and parents who 
believed in corporal punishment I certainly remember the 
nuance of apologetic embarrassment with which the report 
They are, admittedly, at present 


case 


SIR I 
Journal, February 


too, 


” 


presented these correlations 
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two unpopular and somewhat discredited methods of pro- 
moting positive health in the young. From her vintage, 
one could hazard a guess that they may both reappear in 
the list of early formative factors operating on the subject 
of Dr. Asher’s proposed inquiry. 

Please note, Sir, that we shall need a new word, as well 
as a new habit of mind, for the purpose of this research. I 


was about to refer to the lady as Dr. Asher’s patient._-I am, 
etc., 
Lympstone, Devon Nora ARCHER. 


Sir, Dr. Richard Asher has always been a most inspiring 
teacher, as all will know who have heard him at the Central 
Middlesex Hospital or on one of his more peripatetic 
demonstrations of the delivery of the abnormal presenta- 
tions of medicine. Even for Dr. Asher, the latest flowering 

“A Case of Health” (Journal, February 15, p. 393) 
has given rise to rather more thought than usual. I have 
been led to contemplate the formation of departments (o1 
units ?) of health. I myself would be most willing to set 
up as a consultant in such a specialty, having long been 
looking for some field in which to begin empire-building 
There might even be the prospect of a merit award for 
those who have taken care to be in well at the beginning 
one would look in vain for this in general practice, of 
course 

Recent correspondence in The Times will have convinced 
us all that the proper demonstration of health, this rare 
condition, is by no means easy, and my projected depart 
ment would need a due proportion of ancillary and special 
this would ensure a proper status for the chief 
as well. In case it might be thought that such speculation 
is at present rather hypothetical, | would remind readers 
that progress in the insurance and “health” services of 
this country has reached a point where healthy persons may 
soon be required to pay increased contributions: this will 
obviously demand high standards of examination and cer- 
tification, which I feel my department would be admirably 
fitted to ensure. Sir, let us hear more of health. I am con- 
fident that we shall have the backing of the Minister. Surely 
he must justify his name sooner or later.—-I am. etc., 

D. G. WiLson 


services 


Bushey, Herts 


Diagnostic Radiography 

Sir.—In view of the increasing awareness of doctors and 
the general public of the hazards of diagnostic x-ray examin- 
ations, it is Interesting to note their reactions and to specu- 
late on the future attitude of the medical defence societies. 

While in the past patients have been prone to demand 
\-ray examinations, there now appears to be a tendency for 
some patients at any rate to question the necessity of these 
examinations, and even, in some cases, to show a reluctance 
to undergo them Doctors on the other hand, while also 
wishing to avoid unnecessary x-ray investigations, find them- 
selves on the horns of a dilemma Are they still to order 
y-ray examinations in all cases of injury and so give some 
of their patients unnecessary exposure to x rays, or are they 
to refuse to have these examinations carried out and so 
leave themselves unprotected in the event of future litiga- 
tion ?—-I am, etc., 

London, W.1 F. G. NICHOLAS. 


Memorial to Sir John Graham Kerr 


Sir,--A committee has been formed for the promotion of 
a fund to commemorate the late Sir John Graham Kerr, 
who occupied the Chair of Zoology at Glasgow University 
from 1902 to 1935. Many medical graduates of Glasgow 
will remember with affection and respect the distinguished 
and congenial professor they met in the first year of their 
studies. Those who wish to be associated with the memorial 
should send a contribution, however small, to Miss A. E 
Miller. Department of Zoology, the University, Glasgow, 
W.?. 


Brechin 


I am, ete., 
Boypb-Orr. 


Angus 
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F. D. SIMPSON, M.D., F.R.C.S.Ed 
Dr. Fred Simpson died at his home in Edinburgh on 
March 5 after a long illness. He was 80 years of age 


November 19, 


Frederic David Simpson was born on 
1877, and studied medicine at Edinkturgh University As an 
undergraduate he was awarded Buchanan Scholarship 
n midwifer ind gynaecology, ver the terms of which, 


1900, he became house-surgeon 


Alexandet 


on graduating M.B., Ch.B. i 
to his uncle, the 
Simpson, Early in his careet he was faced with the choice be- 
tween specializing in this field or entering general practice. He 


chose the latter 


midwifery, Sir 


protessol ot 


. and, setting up his plate, as was the custom 


1 those days, in the Murrayfield district of Edinburgh, he 
pidl ecame known as one of the leading practitioners 
emoving some years later to the west end of the city. Fred 
Simpson was naturally proud of his family connexions, and 
specially of his distinguished ancestor, Sir James Young 
Simpson Nevertheless he required no hereditary back 
ground to add lustre to his own personal achievement 
Skilful and sound in every detail of his practice, he was 
beloved b all whom he attended and belriended A few 
vears after graduating he took the higher degree of M.D 


Fellow of the Roval Col ege ol Surgeons ol 
which body he was, at the time of his death 


ind became a 


Edinburgh, of 


the second oldest Fellow resident in Edinburgh From 
1909 to 1911 he was honorary secretary and treasurer of 
the former North-west Edinburgh Division of the British 
Medical Association He was keen golfer with a low 


t 


handicap, and during many years he seldom missed the 
unnual match between the Colleges of Surgeons and Physi- 
cians, while he also won a number of golfing trophies. He 
was a skilful fisherman and loved especially his fishing hol 
days in Norway, the country in which he met the charming 
became his wife. Dignified, yet always kindly 
he possessed an enviable equanimity and 
have been a valuable busy 
retained to the end: the placid outlook 
room overlooking the Botanic Garden 

Our sympathy goes 


lady who 
ind sympathetic, 
which must 
days. and which he 
of his pleasant 
seemed to reflect his own 
to his widow, who made the home so happy and hospitable 

to his daughter: and to his son, Dr. Olaf Simpson, who 
carries on so well the medical tradition of the family.—-D. G 


calm asset in his 


nward peace 


LOwre, MECS., 2.20? 


Dr. E. W. Lowry, who was in general practice at Kew 
Bridge, Brentford, for many March 2 
at Maresfield, Sussex. where he had been living in re- 
He was 87 years of age 


E. W 
died on 


years, 


tirement 


Ernest Ward Lowry was born at Limerick on February 
15, 1871. the fifteenth child of Lieutenant-General R. W 
Lowry, a devout and orthodox churchman. He was edu 
cated at the United Services (¢ ollege, Westward Ho, where 


he remembered Kipling as a senior boy, and at Leamington 
Possibly as a reaction to the strict Victorian upbringing, his 
lively mind was deeply iffected by the new sociological and 
doctrinal movements of the day, and he was, and remained 
all his life, a fervent admirer of the works of Charles 
Darwin, Thomas Huxley, and Robert Ingersoll. He had the 


utmost difficulty in confining himself to his medical studies, 


and in 1898, still unqualified, he undertook a journey across 
the north of Russia to buy dogs from the Samoyed tribes 
to furnish a South Polar expedition. He experienced all 
sorts of hospitality, from that of the governor of Archangel 
to sharing the skin tent of a primitive nomadic deerherd. As 


esult of his observations he later contributed several 
articles to The Wide Worid, The Field, The Gentleman 

Vaeazine, Blackwood's, Ti Spectator, and others, which 
are particularly interesting in the light of later historical 


e 
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events. The articles show that communal living was traditional 
in Russia long before the revolution. He returned to England 
with seventy dogs, some of which founded the Samoyed 
breed in this country. On his return he worked enthusiasti 
cally with the Rationalist Press Association and the Fabian 
Society, and lectured and wrote articles for the Ethical 
Movement and the Cremation Society under such titles as 

An Aspect of Evolution,” “ The Changing Scenes of Life,’ 
“ The Problem of the Dead,” “ Cremation,” ete. 

Lowry finally qualified M.R.C.S., L.R.C.P. in 1907, and 
considering the time and energy devoted to these digressions 
it is remarkable to read the letters of warm commendation 
he received from the consulting staff at St. Bartholomew's 
Hospital, all testifying to his keen interest, industry, and 
ability in his hospital work. After a short spell as an assist 
ant at Kettering, he entered a partnership at Kew Bridge 
Brenttord, just fifty years ago, and there he stayed until his 
retirement in 1936. He said in late years that his associa 
tion with medicine extended from the introduction of the 
hypodermic needle to the beginning of chemotherapy. In 


1912, when chairman of the Ealing Division of the British 
Medical Association, he took a leading part in securing 
better terms for doctors under the National Insurance Act, 
publishing a much-quoted book, Can Doctors Work the 


Insuran {cr Other articles he wrote dealt with church 
organs and rifle-shooting. He was as a young man a keen 
horseman, and it was his proud boast that he had driven 
a four-in-hand to the Derby seven times. Later he became 
in enthusiastic yvachtsman, and many times took his small 
motor cruiser to the Continent, often single-handed. 

Dr Lowry would never have chosen to be a specialist, but 
his wide interests and experience and deep humanity made 


him an outstanding and much-loved family doctor.—-D. I. H 
R. P. J. RUTHERFORD, M.B., Ch.B. 

Dr. Raphael Rutherford, who had been in general 

practice at Harrogate for over thirty years, died 


suddenly on February 24. He was 59 years of age 


Raphael Perlée James Rutherford was born on February 
6, 1899, the eldest son of Dr, James Rutherford, who at 
Educated at Dollar 
to serve in the first 


that time was in practice in Glasgow 


Academy, he finished school in time 


world war as a lieutenant in the Royal Field Artillery 
After the war he entered St. Andrews University, where 
he graduated M.B.. Ch.B. in 1925 After a house 
ippointment at the North Lonsdale Hospital, Barrow-in 


Furness, he served for a year as a ship surgeon on the run 
joining his father in general practice ir 
He soon became a prominent member 
of the Harrogate medical community and was appointed 
honorary physician to the Royal Bath Hospital and Rawson 
Convalescent Home In addition to being a member of 
both the Harrogate and Leeds medical societies, he was a 
keen mason and particularly proud of being a member of 
the Mother Lodge, Kilwinning. Apart from a period fron 
1942 to 1945, when he served as a captain in the R.A.M.( 


to India before 
Harrogate in 1927. 


he was in active practice in Harrogate until the dav of his 
death 

L.J. P. writes: As a colleague fer over thirty years, I would 
ike to pay tribute to the memory of Raphael Rutherford 


Though his last few had been clouded with many 


weeks of illness, borne with patience and courage 


years 
weary 
he had been recently so well and active that we had honed 
he would have been spared to us for many more years 
His sudden death came to us therefore as an even 
shock. I remember his unselfish help to me and other 
when we started in Harrogate, but I came to know his 
worth more fully when we joined the R.A.M.C. on the same 
day in 1942 and shared the humours and exasperations of 
training His strength lay in his constant cheerfulness 


greater 


charity, and kindliness, which earned him the respect ot 
il] ranks. He was the ideal company officer. He came 
from a mainly medical Scottish family, and they remained 
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closely united all his life. In his illnesses he was sustained 
by the devotion of his wife, herself a doctor, and his 
daughter. Our deepest sympathy is with them in their loss, 


ROBERT DUNCAN, M.B., B.Ch. 


Dr. Robert Duncan, who had practised for the past 25 
years in Wolverhampton, died suddenly at his home 
March 5. He was 61 years of ege 

Duncan M.B., B.Ch. at the Queen's 
Belfast in 1920. He then held the appointment 
of house-surgeon at the Beckett Hospital, Barnsley, and the 
Northern Hospital for Women Children, Manchester 
Later he entered general practice with Dr. John W 
Birmingham, but in 1932 moved to Wolverhamp 
re he practice ol the late Dr. ¢ M 
His eng and clinical acumen 


there on 


Robert 


University of 


graduated 


and 


iston in 


took over the 


whe 


Spain iging personality were 


ich that he soon built up a large and flourishing practice 
| 1950 he was joined in partnership by Dr. W J. Gree 
Warwick, and in 1954 third partner, Dr. J. D. Baston 


yned the firm 








J. E.S.L. writes: Robert Duncan had a very progressive 
lo As his practice extended he acquired the premises 
idjoining his house to provide modern and up-to-date su 
¢ modatio woved facilities for his 
nts and partners, and the opening of a branch surger 
llowed. He possessed nial and cheerful personality 
vas kind and considerate to his patients, and had a keen and 
ntl Y oO 1 an extraordinarily equitable tempera 
I He w endowed with ge fund of common sense 
nd an excellent sense of proportion. He was an extremely 
ympetent and shrewd clinician Bob Duncan's patients 
frequer stonished by his detailed knowledge of thei 
nily affai nd with his keen sense of humour and his 
Clive pers lity he equi ed a host of friends both in 
r id outside the profession. Essentially a humanitarian 
h W n excelletr id entertaining conversationalist 
nd was affectionately known by his younger friends as 
[he Elder Statesman,” and this appellation was merited by 
his Churchill: presence and outlook When time pet 
ed, he was k ily interested in sport of all kinds. During 
the second world war he was ember of the local medical 
d of the Ministr of Penstons nd was also civil de 
fence medical office He was a member of the British 
Medical Association, and in his younger days a keen sup 
po of the Wolverhampton Clinical Club. In addition 
he was one of the early supporters of the Fellowship for 
Freedom Medicine ind attended the early Liverpool 
neeting with Lord Horder and Dr. A. V. Russell. He was 
staunch member of the Ulster Socict He had a ver‘ 
happy t ied life and we extend « sincerest sympathy to 
his widow. At his funeral service held at St. Paul’s Church, 


Wolverhampton, which was crowded to capacity. the very 
re gathering of colleagues, friends, and patients, drawn 
om many walks of life, was a fitting tribute to the memory 
ye who had been for man s their medical adviser 
lo nd friend 
i G. GREENFIELD. M.D., LL.D... F.R.C.P 


passing of 


L) S. ¢ Dyke writes In the 
Greenfield death has removed f 


cal Pathologists one who played a great part 


Joseph Godwin 
Association of Clini 
in bringing the 


om the 


issociation into being and in guiding it to the attainment 


of its present stature. Greenfield had received a thorough 
training in clinical medicine at Edinburgh, and early appreci 
ated the need, then far from general recognition, to bring 


the art of medicine into close relationship with its scientific 


foundation He warmly welcomed the suggestion to form 
an association having this aim in view He attended the 
meeting at the Royal Free Hospital in January, 1927, at 


which the formation of a society of pathologists having this 
object was first publicly discussed, and he himself seconded 
the motion which brought the Association of Clinical Patho- 
At that meeting he was elected to the 
formed and held office 


logists into being 


council of the newly association 
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continuously until 1942—from 1928 to 1933 as vice-president 
and chairman of council, from 1934 to 1937 as president, 
and from 1938 to 1942 as a member of council. He served 
on the editorial board of the Journal of Clinieal Pathology 
from 1948 to 1957 

It was largely owing to Greenfield’s influence throughout 
these years that the Association of Clinical Pathologists was 
led to devote increasing attention and effort to educational 
measures designed to produce a race of pathologists capable 
of playing their part in the development of clinical medi- 
cine. In November, 1927, he was one of the representatives 
ippointed by the Association of Clinical Pathologists to put 
the views of the association before the board of the faculty 
of medicine of the University of London in an interview 
which led to the establishment, in 1929, of the Diploma in 
Clinical Pathology by the university Throughout his term 
of office on the council of the association he gave invaluable 
aid both in service on committees and in many other ways 
to the advancement of the educational aims of the association 
In 1957 Greenfield was elected an honorary member of the 
Association of Clinical Pathologists, and in 1955 he gave 
the Foundation lecture in which he reviewed the clinical 
encephalomyelitis, the subject to which he 
contribution In Greenfield's 
words 
always 

His 


was so regular 


pathology of 
himself had 
passing the 

subject on which he chose to speak 
and at the same time authoritative 


disappearance from its meetings, at which he 


made a majo! 


issociation has lost a councillor whose 


on any were 


wise, temperate, 


in attendant, will be deeply felt 

C.E.D. writes: The obituary of Dr. J. G. Greenfield 
Journal, March 8, p. 585) paid an eloquent tribute to his 
eminent position as a neuropathologist and to his contri 


bution to academic pathology, but it made no reference 
to his lifelong interest in the improvement of routine 
hospital pathology. Some mention should be made of this 
because he was one of the founder members of the 
Association of Clinical Pathologists when this was formed 
n 1927, through the initiation of Dr. S. C. Dvke. During 
the first few years, when the membership was small 
meetings of this new association were frequently held in 
Greenfield’s laboratory at the National Hospital, and he 
took an active share both in the teaching of hospital 
pathology and in the endeavour which was being made to 


clinical pathology, especially in 
was rather an un- 
popular cause in this did not deter 
Greenfield from throwing himself wholeheartedly into work 
which he considered to be worth doing. He became 
ated in this with S. C. Dyke, J. B. Davey, A. F. S. Sladden. 
A. G. Shera, F. B. Smith, Eric Wordley, and other patholo- 
gists working in provincial hospitals, and was always willing 
to share his learning and experience with his colleagues, by 
whom he was held in great respect. After holding the presi- 
dency of the Association of Clinical Pathologists, he con- 
ttend the meetings regularly and frequently served 
1955 he the foundation lecture 


mprove the standards of 


pathology 
{ 


those early days, 


provincial hospitals. Clinical 


but 


assocel 


tinued to a 


on the council In gave 


Greenfield will long be remembered for his pre-eminence 
as a neuropathologist and also for his influence on the 
development of clinical pathology in this country in the 


years preceding the National Health Service 


Medico-Legal 





CRUEL TO REFUSE WIFE CHILDREN 


[FROM OUR LEGAL CORRESPONDENT] 


Cruelty, for the purpose of the divorce law, may be defined 
as conduct of such a character as to cause danger to life. 
limb, or health, or reasonable apprehension of such danger 
In the cases there are to be found many and varied examples 
of the application of this definition A recent example 
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is the suit of Duffield v. Duffield (Daily Telegraph, February 
13) tried by Mr. Commissioner Latey in the High Court on 
February 12 

The parties were married in 1948, and before their mar 
age they had agreed not to start family for two years, 
until they could afford it By 1953 they were established 
n a comfortable flat, but in answer to his wife’s urging 
to start a family Mr, Duffield said that he was not interested 
ind that children were too expensive. In 1955 Mr. Duffield 
said they would start, but did not keep his promise Mrs 
Duffield was much distressed by this conduct. As the 
Commissioner held. her constant but frustrated desire to 
have a child coupled with the frustration later of occupying 
the same bed with a husband who refused conjugal rights 
was calculated to injure her nervous system. In the autumn 


a 
> 
, 


f 1956 she moved to a separate bedroom Just before 
Christmas she left him 
The Commissioner said that no doubt her departure was 
reat shock te her husband, and he was sincere in plead 


ng with her to come back to him He was, however 
probably lacking in those qualities of intuition and sym 
pathy which a wife wants in her husband, and did not at 


| understand the effect this sort of frustration might have 
on her health. What he did or did not do was not intended 
deliberately to injure her health It was nevertheless calei 
ited to do so, and accordingly Mrs. Duffield was granted 
, 


decree on the ground of cruelty 


DEATH AFTER ADRENALINE INJECTION 
[FrRoM AN EXPERT IN FORENSIC MEDICINE] 


Last December a man of 38 was undergoing prolonged 
treatment for chronic asthma in a large Yorkshire hospital 
His treatment included injections of 0.5 ml. of a slow-acting 
idrenaline preparation six-hourly and, during acute attacks 
i nasal spray containing adrenaline. During the night of 
December 9-!0 this patient was in the immediate care of 
two student nurses. one of 18 months’ and the other of six 
nonths experience. when at approximately 2.30 a.m. he 
became very breathless After a brief and misunderstood 
consultation with the relatively senior nurse who was having 
her rest period, the junior nurse injected 2 ml. of the adren 
iline mixture intended for the nasal spray in mistake for 
the slow-acting adrenaline preparation The patient died 
within 20 minutes 

Subsequent post-mortem examination revealed a degree 
f asthma and chronic bronchitis which would not of them 
selves have caused death Samples sent to the North 


easter Forensic Science Labs ratory it Harrogate for 
inalysis included 1) tissue from the injection site: (2) a 
control area of skin and surrounding tissue: and (3) liver 
Three rand 2-g. pieces from the injection site were found 
to contain at least 10 times as much adrenaline as a simila 
mount of control tissue. In half the injection-site sample 

bout 100 g.) there was 0.5 g. papaverine, but no papaverine 
was found in 500 g. of liver These substances were ex 
tracted b the method of Daubney ind Nickolls and 
identified by paper chromatography The amount of 


Papaverine present was estimated by ult: iviolet absorption 
spectrometry, and the strength of the adrenaline by dete: 
mining the depth of the colour produced by adding 
potassium ferricyanide to the chromatographic paper. The 
adrenaline mixture for the nasal spray was in fact Neb 
Adrenal. et Atrop. Co. (B.P.C.), 1 ml. of which contains 
idrenaline (4.57 mg.), atropine methonitrate (1.14 mez.). 
papaverine hydrochloride (8 mg.) chlorbutol (4.57 me.). 
tartaric acid (3.65 mg.), and sodium  metabisulphite 
(1.14 mg.) 





Comment 


Only adrenaline amongst the drugs in Neb. Adrenal. et 
Atrop. Co. is likely to give rise to rapid death if the solu 
tion is injected rather than used as a spray. Two mill: 
litres of this solution would contain 9 mg. of adrenaline, 
Dut it is not easy to give precise figures for a fatal dose 





Adrenaline kills by causing cerebral haemorrhage or cardiac 
arrhythmias, and subarachnoid haemorrhage and hemiplegia 
have been reported in young adults following subcutaneous 
injections of 0.5 ml. of 1/1,000 adrenaline,‘ i.e., 0.5 mg. In 
contrast 5 to 20 mg. of adrenaline injected by mistake have 
caused no permanent ill effects. Among the many contra- 
indications to the use of adrenaline, long-standing asthma 
and emphysema are mentioned in some textbooks, and 
there can be little doubt that 5 to 10 mg. can in fact kill 

Asthma is a relatively common disease, coming sixth in 
order of importance as a cause of death in early adult lite. 
Injections of adrenaline for its relief are even commoner. 
Few experienced pathologists have not been presented with 
patients suffering from acute asthma dying shortly after an 
injection of adrenaline. In the vast majority of such cases 
the picture seen in the lungs, with every medium-sized 
bronchus blocked by tenacious mucopus which can only 
be squeezed out comedo-like with considerable digital 
pressure, leaves one in no doubt that asthma was the cause 
of death, the only possible role of the adrenaline being that 
it may have been given too late 

Accidents with adrenaline are rare 4 syringe has been 
filled with 1/1,000 adrenaline instead of sodium morrhuate 
and injected into a varicose vein. Pure adrenaline has 
mistakenly been used in combination with local analgesics, 
and in the days of chloroform anaesthesia nasal packs 
soaked in adrenaline (e.g., for submucous resections) caused 
at least one sudden death. The anaesthetist describing the 
patient’s behaviour in such a case said “his pulse went 
off like a racehorse.” This somewhat unscientific remark 
probably recorded the observation of ventricular fibrilla- 
tion, and this condition is also the likely explanation of 
death in the present case 

The student nurse concerned was not allowed to give 
injections unless they were checked by a senior nurse, and 
the case illustrates only too well the importance of such 
rules 
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“STANDING MUTE” 
[From ouR LEGAL CORRESPONDENT] 


On July 10, 1957, George Myhill Sharp was arraigned at 
Birmingham Assizes' on an indictment charging him with a 
number of offences against young girls. On arraignment, 
when asked to say whether he was guilty or not guilty, he 
said nothing It therefore became necessary to decide 
whether he was “mute of malice.” or “mute by visitation 
of God.” Since 1827, when a prisoner on arraignment 
stands mute of malice a plea of not guilty is entered and 
the trial can continue 

Under the old Common Law a trial could not proceed 
uniess the prisoner plead, “ putting himself on his country,” 
so that standing mute of malice brought proceedings to a 
halt But in 1275, when “notorious felons” refused to 
plead, the statute of Westminster I required them to be 
remanded to a “ hard and strong” prison until they thought 
better of it. The importance of the matter was that if they 
were convicted of felony their property was forfeit to the 
Crown, and if they would not plead they could not be 
convicted. The prison forte et dure proved ineffectual. By 
the sixteenth century the remedy had become the peine forte 
et dure If the notorious felon stood mute of malice he 
was laid between two boards, and weights were piled on the 
upper board until he either pleaded or died. A conviction 
for felony in those days meant being hanged anyway, but 
if you had any property and could put up with being 
squashed to death instead, the Crown did not get it. 

Nowadays the first step when someone fails to answer 
when arraigned is to impanel a jury to decide whether he 
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is mute of malice or by visitation of God, and this course 
was duly taken in Sharp's case. 

After medical evidence had been called Mr. Justice Salmon, 
summing up, said that sometimes it was easy to say a defen- 
dant was mute because he had had a stroke, or some injury to 
the larynx, or some such physical cause. In Sharp’s case it 
was suggested that the inability to speak was due to some 
emotional or psychological cause, and the doctors who had 
given evidence had differed. If the jury were completely 
satisfied that Sharp was shamming they would find him mute 
of malice, but if not they would find him mute by visitation 
ot God The latter finding would mean that further 
evidence would have to be taken to decide whether he was 
fit to stand his trial 

The jury found Sharp mute by visitation of God, and were 
then sworn again to try whether he was fit to plead. Sum- 
ming up on this, Mr. Justice Salmon told the jury that they 
had to decide on the medical evidence whether Sharp could 
understand what was going on and was fit to communicate 
with his advisers and with the court, if not by speech then by 
signs or by writing. It was repugnant to justice that some- 
one who was not fit to stand his trial should be tried. 

The jury found Sharp fit to plead, the trial went forward 
on a plea of “ not guilty ” entered for him, and he was found 
guilty 


Death from Impacted Aspirin Tablet.—On February 15 we re- 
ported (p. 408) the death of a 10-month boy who had been given 
a children’s aspirin tablet. The tablet had obstructed his larynx, 
A similar case in a 16-month boy was before the North Hereford- 
shire coroner on February 20 (Birmingham Post, February 21) 
Iwo doctors giving evidence once again stressed the importance 
of crushing these tablets before giving them to children 


Medical Notes in Parliament 





CHANGES IN ADOPTION LAW 

The House of Lords gave a second reading on March I1 to 
the Children Bill, of which Part I consolidates and modifies 
the “ child life protection ” provisions in the law, and Part II 
amends the law of adoption in the light of the recom- 
mendations made by the Hurst Committee. The Lorp 
CHANCELLOR explained that it had not been found neces- 
sary to make any radical change in the provisions to ensure 
the well-being of children fostered for reward, but the shape 
and method had been altered to bring them into line with 
modern ideas and practice, and local authorities’ powers of 
supervision had been strengthened. Part II consisted of 
amendments to the Adoption Act, 1950. Adoption was 
established as a social practice in the community, and 
experience had shown ways in which there was room for 
improvement. Clause 14 provided further grounds on which 
a court could dispense with the consent of a parent to adop- 
tion of a child—-that the parent had persistently failed with- 
out reasonable cause to discharge the obligations of a parent, 
and that the parent seemed likely to continue to do so if 
the adoption order was not made. The proper balance 
between the best interests of the child and the rights of a 
natural parent was often difficult to obtain. The welfare 
of the child could not be the sole and paramount considera- 
tion. They were bound to provide that the courts should 
consider also the reasonable wishes of the natural parent 
But there were occasional cases in which a parent had shown 
no sign of carrying out the ordinary responsibilities of a 
parent yet nevertheless refused consent to an adoption that 
would be in the interests of the child. Clause 22 extended 
or clarified the effects of an adoption order in the interests 
of the adopted person. Clause 23 enabled people whose 
time was spent mostly abroad, although they regarded this 
country as their home, to apply for an adoption ordet 
Clause 24 dealt with people not domiciled in Great Britain, 
but living here, who wanted to obtain the custody of a child 
and to be able, if they wished to leave the country, to take 
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the child with them. It might appear that this was a danger- 
ous provision, but the Bill provided stringent safeguards 
Such a person must satisfy a court of his suitability and in 
every respect except that of domicile fulfil all the qualifica- 
tions required of an applicant for an ordinary adoption 
order 

Disclosure of the True Parentage 

The Bill did not follow the recommendation of the Hurst 
Committee in one respect--the recommendation that an 
adopted person should be given the right, on reaching the 
age of 21, to have a copy of the adoption order and find 
out the names of his natural parents and other information 
about them given in his original birth certificate. (In Scot- 
land, since 1930, that had been possible at the age of 17.) 
There were arguments for and against this change. The 
proposed innovation had caused some anxiety to those with 
great experience of adoption matters, and the Government 
proposed to leave the law as it stood—that the information 
could only be disclosed if a court so ordered 

Lord SILKIN said that the Bill was by no means all that 
the adoption societies desired, but it was a great improve- 
ment and on the whole satisfactory. In his opinion the 
Hurst Committee was right in recommending that at the 
age of 21 an adopted person should have the right to ascer- 
tain the circumstances of his adoption. There were dangers, 
as the committee had pointed out; but there were some 
children who had a burning desire to know about their 
origin. and who might suffer psychological injury from its 
being kept from them. So far as he knew no harm had 
been done by the Scottish practice. Lord Gorett thought 
the period of notice of an intended adoption given to a local 
authority should have been extended to six weeks, instead 
of two 

Lord AMULREE said it was a great advantage if a child 
was told at a comparatively early age that it was adopted 
If it was kept from the child until it was of school age it 
might cause great trouble. He could not agree that the 
child should know the names of its original parents. The 
vast majority of children did not want to know; and, of 
those who did, a number wanted to know for the wrong 
reasons. He was sure it would make for instability in some 
families if the children knew that at the age of 21 they 
could find out who their parents were. Lord BURDEN said 
that on the whole the Bill was welcomed by the Association 
of Municipal Associations. Lord CoNEsFoRD did not believe 
that it would have been in the interests of any of the three 
parties to an adoption to have adopted the Hurst recom- 
mendation. Lord Hapen-Guest supported the Bill as a 
revolutionary change in the treatment of children. The 
FAR OF IDDESLEIGH questioned the necessity nowadays of 
retaining the requirement that foster parents, on the death 
of a foster child, should notify the coroner. 

Lord LATHAM expressed some anxiety that some of the 
clauses would prove unworkable and a happy hunting- 
ground for lawyers—for example, Clause 18(3), which made 
the decision to dispense with the consent of the parent de- 
pendent on three indeterminates: “persistently failed.” 
“ without reasonable cause,” and “ likely to continue ” ; and 
Clause 35, which sought to make Part I applicable to some 
adoptions. On the right to obtain information about origi- 
nal parents, he said one must be completely convinced that 
the advantages would outweigh the risks. In some cases, 
maybe many, it would be all right; in many others the 
consequences might well be almost calamitous for all con- 
cerned. On balance, he thought the Government was right 
in not accepting the recommendation 


SUPPLEMENTARY HEALTH SERVICE ESTIMATE 

On March 17 Mr. Watker-SmMiTH moved acceptance of 
a Supplementary Estimate of £7,428,720 on the vote of the 
Ministry of Health. This was agreed to. He explained that 
the sum represented an increase of just over 1.59%, over the 
revised Estimate of £477,876,365. There had been an excess 
of £10m., partially offset by a saving of £2m.. mainly on 
hospital capital, general dental services, and superannuation, 
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ind appropriations in aid of £600,000 There were three 
main items in the excess—-hospital revenue (£5m.), pharma 
ceutical services (£1,800,000), and grants to local health 
iuthorities (£1,400,000). There had been a special reason 
which contributed in part to the increase--the effect of the 
Asian influenza epidemic 


Hospital Costs 


Che total of hospital revenue in the July estimate was 
£335m.. made up of £290m. to non-teaching hospitals and 
t45m. to teaching hospitals. Of this £335m. no less than 
£215.5m. was for salaries and wages of medical, nursing, and 
other staff directly employed in hospitals. Other large items 
in the total were: provisions, £40m.: drugs, dressings, and 
ippliances, £22.25m.; and fuel. power, and light. £25.25m 
Whitley awards amounted to £4 25m. and price imcreases 


Drug Bill 


For pharmaceutical services, the estimated increase of 


t1.77m. was based on the latest assumption of an out-turn 


of 216 million prescriptions, instead of an estimate of 237 
nillion, but at an average cost of 5s. 10d. a prescription 
instead of an estimated average cost of just over 5s. 3d 
The number of prescriptions in any given financial vear 


tended to fluctuate, and, but for the influenza epidemic, the 
number might not have exceeded 204 million 

The Government was well aware of the problems of the 
mounting drug bill Much action had been taken, and in 


iddition it expected fairly soon an interim report from 
the Hinchliffe Committee which was at present studying the 
natter 

M A. BLENKINSOP (Newcastle upon Tyne, East, Lab.) 
said the price of drugs needed to be looked into thoroughly 
Doctors needed to know far more about prices A con 
siderable proportion of proprietary drugs originated in ths 


United States. Included in the prices were heavy char 
for patents and royalties which would not have to be paid 
f the drugs were produced in this country Another ques 
tion was whether it was necessary to have a more thorough 
check on new drugs coming on to the market before they 
were made available to the general practitioner for gene: 
ISC 

Mr. SOMERVILLE HasrtinGcs (Barking, Lab.) said that h 
had no regret that more was being spent on drugs, assumi: 
it was being well spent. The public would have medicine 
ind it was much better that those medicines shou!d be 
dered by doctors who knew what they were doing than 
be bought direct from a chemist. He did not think it wa 
such a disease It was fashionable to blame the drug houses 
for everything that happened, but the cost of drugs had 
not gone up within the last few years by anything like 
the same proportion as many of the other things they used 
It had to be admitted that the drug houses spent a good 
deal of money on research, and he thought they could fuse 
their research departments Perhaps they advertised too 
nuch. He had not seen a patient since returning to the 
House in 1945, but he still received samples, not every day 
but at frequent intervals, of different sorts of drugs from 
various houses That was to some extent regrettable, but 
busy young practitioner who was seeing many patients 
numbers of them with the same diseases, might lose interest 
n his work unless he was able to try out new methods of 
eatment The new drugs coming out did increase the 
interest, keenness, and quality of the work of the general 
practitioner 

Medical students should be informed of the relative costs 
f the drugs they proposed to order, and he agreed that 
ise special drugs when 


doctors should be urged not to 
equally good and cheaper ones were available for the same 
purpose ; but he thought it inevitable that there would be a 
general increase in the use of drugs within the Service 

Dr. JOHNSON (Carlisle, Con.) suggested that the drug firms 
should get together in the national interest and establish 


some sort of self-denying ordinance in advertising, so that 


the immense amount of money now spent was not squan 
dered in this way 
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Mr. RICHARD THOMPSON, Parliamentary Secretary, Muinis- 
try of Health, said that the long and difficult negotiations 
with the Association of British Pharmaceutical Industry had 
led to the Government acceptance of a three-year trial of 
a scheme under which manufacturers voluntarily accepted 
regulation of their prices. This scheme began to come nto 
operation on June 17, 1957, and so far had been applied to 
over 70° of the total field, which covered 4,000 prepara- 
tions produced by nearly 200 different manufacturers. As 
a result there had been 237 price reductions and a very 
substantial saving to the Exchequer. This was a process the 
Government hoped to see continued. 


ANSWERS TO QUESTIONS 
Mental Health Service 


Mr. K. Ropinson (St. Pancras, North, Lab.) asked the 
Minister of Health on March 10 how many psychiatrists of 
each grade, in whole-time equivalents, were in post in the 
mental hospitals of England and Wales at the latest date 
for which figures were available; how many established 
posts in each grade were unfilled ; how many patients were 
in residence at that date ; and if he would produce the same 
information for the mental deficiency hospitals 

Mr. D. WaLkKer-SMITH regretted that precise information 
bout the number of unfilled posts was not available. but 
provided the following figures in the Official Report 








Patients and Medical Staff in Mental Illness and Mental Deficiency 
Departments’ in 1956 
Mental! EIness Mental Deficienc 
| Departments Department 
Number of pa‘ie n residence | 150,984 | s ’ 
equivalents 1.330 ) 
Con ant 4%3 fe 
S.H.M.O 276 ‘4 
Senior registrar 101 
Reeistrars 218 
1.H.M.O.s 217 
Senior house ficers os rl 


Including beds in mental and mental deficiency hospitals and in spect 
s of other hosnitals 
1 child guidance and child psychiatry 

Estimated from average daily bed-occupation during 1956 

At December 31, 1956 

The figures exclude house oficers and general practitioners who cans 
be related to specialist departments 







»t 


In reply to a further question from Mr. ROBINSON, asking 
the number of psychiatrists (in whole-time equivalents) em 
ployed by each of the regional hospital boards and the 
number of mental and mental deficiency beds in each region, 
Mr. WaLKEeR-SMiTH provided the following information 


Revional Hospital Boards Medical Stati and Beds in Mental 
31 


Iliness and Mental Deficiency Depariments at December 
195¢ 
Mental Illness Mental Deficiency 
Department Department 
Medical Staff Medical Staff 
Reg . (Whole-time (Whole-time 
Boa Units) Units) 
Beds Bed 
Consu Consul = 
tants Others tants Oo ners 
Newcastle 23 14 8,064 3 % 3,251 
Leeds 22 9 11,756 5 5 3.835 
Sheffield 4 $2 10,702 6 7 4,151 
East Anglia 13 22 4,799 3 3 1,470 
N.-W. Metropoli 
tan 42 91 11,848 6 16 $19? 
N.-E. Meiropolitan 23 52 9.058 4 12 : 166 
S.-f 31 sO 10, 106€ 5 9 4,115 
S.-W 61 169 31.061 i! 33 8.O2¢ 
Oxford 13 7 4.409 I 5 1,905 
South Western 25 53 11,009 5 , 6,183 
Welsh 21 43 9.136 2 4 2.051 
Birminghan 6 60 13,758 8 10 S431 
Manchester 18 49 13.019 4 17 6.564 
Liverpool 21 40 8004 | I 126 


‘ Including beds in mental and mental deficiency hospitals and in special 
departments of other hospitals 
Including child guidance and psychiatry 
The staff figures exclude general practitioners and house officer 
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Inflation and the Price of Drugs 


Colonel T. BeEaMisH (Lewes, Con.) asked on March 11 how 
many commodities and groups of commodities produced in 
the United Kingdom were listed in the wholesale price 
index, published monthly in the Board of Trade Journal ; 
what had been the average percentage increase in price, 
counting June 30, 1949, as 100 ; and what had been the rise 
in the price index of drugs and pharmaceutical preparations. 
Mr. F. J. Errowt, Parliamentary Secretary to the Board of 
frade, said that index numbers for 114 commodities and 
groups of commodities produced in the United Kingdom 
were listed in the latest monthly article on wholesale prices 
in the Board of Trade Journal. The price index for all 
nanufactured products—other than fuel, food, and tobacco 
41.6 higher for January. 1958, than at June 30. 
The index for drugs and pharmaceuticals had risen 
over the same period. 

BEAMISH: Does my hon. Friend appreciate that 
had pharmaceutical industry not been so strikingly 
successful in keeping down wholesale prices in the 
decade the annual bill would be 
pounds highet 


Was 
1949, 
by 6.6 

Colonel 
the 
last 


drug many millions of 


Prescription Costs 
Mr. BLeNKINSOP (Newcastle upon Tyne, East. Lab.) asked 
what was the average cost per prescription issued under the 
Health Service at the latest how this com 
pared with the cost one year and two years previously ; and 
what analysis had been made to establish the cause of any 


available date: 


increase. Mr. WALKER-SMITH: Approximately 6s. Id. in 
December, 1957, as compared with Ss. 6!$d. in December! 
1956, and 4s. 7$d. in December, 1955 Examination ct 


epresentative samples of prescriptions shows that the main 
eason for the increase 1956, and subsequently 
was the prescribing of larger quantities. Since December, 
the cost had also been affected by the prescrib ng of 
which had not previously 
BLENKINSOP described this as a con 


in December, 


955 
certain expensive preparations 
been avatlable Mi 
fession that the increased prescription charge had resulted 
costs because of the larger quantities which the 
had encouraged doctors to prescribe Would the 
the problem sensibly by withdrawing the 


WaALKER-SMITH out that although 


in higher 
Ministry 
Minister meet 


charge? Mr pointed 


there was a higher prescription charge, due partly to larger 
quantities and partly to new drugs, the number of pre 
scriptions in 1957--in spite of the influenza epidemic 


dropped substantially from the number in the previous year 


London Doctors’ Lists 


Mr. M. Lieton (Brixton, Lab.) asked why the number of 
National Health patients on doctors’ lists in London was 
173,636 more than its total population ; and if the Minister 
would ensure that more accurate records were kept. Mr 
WALKER-SMITH explained that the number of Health Ser 
vice patients on doctors’ lists in London and certain othe 
ireas exceeded the population because executive councils 
did not always receive the necessary information to enable 
them to remove the names of patients who left the area or 
changed their doctors. Measures were being taken which 
it was hoped would improve the situation 


Radiostrontium and Bone Cancer 

Dr. Barnet Stross (Stoke-on-Trent, Central, Lab.) asked 
for an estimate of the number bone 
which would occur in England and Wales as a result of 
the absorption of radioactive strontium from the explosion 
up to date of nuclear devices ; and what research was being 
conducted on the problem of eliminating this substance 
from living bone. Mr. WALKER-SMITH stated that the Medi- 
cal Research Council, to whom the Government looked for 
advice on this issue, took the view that no detectable in- 
crease in the incidence of ill effects was to be expected from 
the absorption of radioactive strontium from the explo- 
sion up to date of nuclear devices. Research on the elimi- 


of cases of cancer of 
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nation of radioactive strontium from living bone was 
included in the programme which was receiving support 
from the Medical Research Council. 


High Altitude Flying 

Mr. GrorrReY DE Freitas (Lincoln, Lab.) asked the 
Secretary of State for Air on March 12 what link there 
was between the Flying Personnel Research Committee and 
those concerned with the medical aspects of long-range high 
altitude civil flying. Mr. CHARLES IAN Orr-Ewinc replied 
that the chairman of the Flying Personnel Research Com- 
mittee had been associated with civil aviation for the past 
ten years, and the committee kept in close touch with civil 
flying problems. These did not differ essentially from the 
problems presented by military flying. Subject to considera- 
tions of security, committee papers dealing with the medical 
aspects of both civil and military flying were circulated to 
civil aviation interests. Both the committee and the Institute 
of Aviation Medicine were ready to give additional informa- 
tion or advice at any time. 


Suicide and Attempted Suicide 

Mr. ROBINSON asked the Secretary of State for the Home 
Department on March 13 on what evidence he based the 
view that amending legislation to remove suicide and 
attempted suicide from the list of criminal offences would 
not be generally acceptable to public opinion. Mr. R. A 
BuTLER.—What I said in reply to a question by the hon. 
Member on February 6 was that I had no evidence that 
legislation for these purposes would be generally acceptable. 
Experience suggests that changes in the law on matters 
which involve religious and moral issues are likely to be 
contentious. But I have not closed my mind on this ques- 
tion and am continuing to study it carefully and sympa- 
thetically. No doubt the hon. Member's question will enable 
me to consider further the public reactions. 

Mr. ROBINSON also asked what guidance the Home Secre- 


tary had given chief constables regarding police action in 
cases of attempted suicide ; and when this guidance was 
given 


Mr. BurLer said that the practice of the Metropolitan 
Police, which was adopted in 1916 with the approval of the 
Secretary of State, was that, where a person who had 
attempted suicide was brought to a police station and was 
fit to be temporarily detained, the police ascertained whether 
he had any friends or relations willing and able to accept 
responsibility for him. If he had, a charge was not preferred 
unless there were special reasons for doing so, such as the 
commission of another crime, a previous attempt to commit 
suicide, definite indications of insanity, threats to renew the 
act, or habitual intemperance. The Metropolitan practice 
was brought to the notice of chief officers of police in 1921. 


* Persomnia ” ‘ 

Mr. JouN RANKIN (Glasgow, Govan, Labi asked the 
Minister of Health on March 17 if he was aware of the 
growing feeling in medical circles that “ persomnia”’ should 
not be on free sale across the counter but only on the pre- 
scription of a registered medical practitioner; and what 
official reports he had received regarding it. Mr. WALKER- 
SmiTH said he was aware of the publicity that had been 
given to this preparation and of its alleged abuse in cer- 
tain cases. He had no official reports upon it, but he was 
consulting with the Home Secretary on whether a further 
reference to the Poisons Board of bromvaletone and car- 
bromal, the principal ingredients concerned, would be desir- 
able in the light of such general information as was now 
available. 

Mass Radiography Study 

Captain H. B. Kersy asked the Minister of Health if he 
would publish the analysis of the 1956 records of the mass 
radiography service of the North-Western Metropolitan 
Regional Hospital Board, setting out the incidence of active 
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UNIVERSITY OF LONDON 


The degree of M.D. was awarded by the Senate on December 18 
1957, to I W. O'Grady 

The following candidates have been approved at the examina 
tion indicated: 

M.D Part I J. Beasley, R. I Bird, P. J. Dally, J. Eastw 1A. ( 
Giddins, G. A. LI. G. Glazebrook, T. Hargreaves, I. G. Johnston, A. C. kh 

wrence, Gillian A. J. Lomax, R. E. Lovelace, J. S. Malpas, Richenda M 
Mattingly, M. G. Miller, D. N. Mitchell, Ann G. M 
M r J. Scaman, F abeth J. Steel D. J. Stoker, M A. T. Wat 


The degree of Ph.D. in the Faculty of Medicine was i 
11 1957. to J. H. Botting, J. G. Howard, M.B 


Vital Statistics 
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Deaths numbered 61,143, compared with 61,792 in 1956. 
The death rate was 11.9 per thousand population, which was 
0.3 below the 1956 rate. The infant mortality rate was 29 
per thousand live births ; 20 of the 29 deaths in this rate 
were in the first 4 weeks of life. The maternal death rate 
was 0.5 per thousand births, about the same as in recent 
years. The expectation of life at birth, calculated on 1957 
statistics, was 65.8 years for males and 71.3 years for 
females 

Mortality from tuberculosis again decreased; the death 

ite per 100,000 fell from 16 in 1956 to 14. There were 11 
deaths from acute poliomyelitis, 2 more than in 1956. No 
deaths were recorded from diphtheria. Deaths trom cancet 
of the lung numbered 2,163, which was 86 more than in 
1956 Deaths from coronary thrombosis also slightly in- 
creased from 9,140 in 1956 to 9,175 

Net migration from Scotland was 35,500 compared with 
24,600 in the previous year Of these migrants 24,700 
went overseas (20,000 to Canada), and 10,800 to other parts 
f the United Kingdom, mainly England 


Graphs of Infectious Diseases 

The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales 
Highest and lowest figures reported in each week during 
the years 1949-57 are shown thus ------ . the figures for 
1958 thus . Except for the curves showing noti- 
fications in 1958, the graphs were prepared at the Depart- 
ment of Medical Statistics and Epidemiology, London 
School of Hygiene and Tropical Medicine 
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Week Ending March 8 

The largest increases in the notifications of infectious 
diseases in England and Wales during the week ending 
March 8 were 149 for measles, from 4.383 to 4,532, 141 for 
scarlet fever, from 797 to 938, 96 for whooping-cough, from 
524 to 620, and 25 for food-poisoning, from 124 to 149, 
and the largest decreases were 265 for dysentery, from 1.333 
to 1,068, and 83 for acute pneumonia, from 773 to 690. 

The largest rises in the incidence of measles were 100 in 
London, from 110 to 210 (Islington 92), 57 in Suffolk, from 
88 to 145 (Ipswich C.B. 63), and 57 in Norfolk, from 96 to 
153 (Norwich C.B. 58); the largest falls were 70 in Hamp- 
shire, from 464 to 394, and 70 in Dorsetshire, from 147 to 
77. The largest rise in the number of notifications of scarlet 
fever was 20 in Essex, from 65 to 85. The largest fluctuation 
in the local trends of whooping-cough was a rise of 24 in 
Lancashire, from 38 to 62. Only 1 case of diphtheria was 
notified compared with 3 in the preceding week ; this case 
was from Blackpool C.B. The chief exception to the falling 
incidence of acute pneumonia was a rise of 20 in Essex, 
from 37 to 57. 5 of the 6 cases of paratyphoid fever were 
notified in Lancashire (Liverpool C.B. 4) 

The number of notifications of acute poliomyelitis was 10 
and this was the lowest total for almost two years. The 
paralytic cases were 5 fewer and the non-paralytic cases 
the same as in the preceding week. The only administrative 
area with more than one case was Buckinghamshire, New 
port Pagnell R.D., where 2 cases were notified 

For the first time this vear the number of notifications ot 
dysentery has fallen; the largest falls were 115 in Lanca 
shire and 49 in Yorkshire West Riding. The chief centres 
of infection during the week were Lancashire 329 (Oldham 
C.B. 81, Liverpool C.B. 54, St. Helens C.B. 26, Middleton 
M.B. 24, Manchester C.B. 23, Rochdale C.B. 16, Eccles 
M.B. 11), Yorkshire West Riding 196 (Sheffield C.B. 66. 
Hemsworth R.D. 36, Huddersfield C.B. 26, Barnsley C.B 
17, Leeds C.B. 15), London 135 (Islington 22, Fulham 21, 
Stoke Newington 20, Finsbury 16, Southwark 14), Caernar 
vonshire 44 (Pwilheli M.B. 19, Lleyn R.D. 14), Cheshire 41 
(Hyde M.B. 10), Gloucestershire 35 (Bristol C.B. 30), Middle 
sex 35, Staffordshire 23 (Newcastle under Lyme M.B. 13), 
Surrey 22 (Kingston upon Thames M.B. 19), Warwickshire 
20 (Birmingham C.B. 14), and Hampshire 20 (Portsmouth 
C.B. 12) 

The largest outbreak of food porsoning Was 37 cases in 
Devonshire, Exeter C.B 
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Medical News 





Population Genetics Research Unit-—The Medical Re 
search Council is establishing a population genetics research 
unit at Oxtord under the direction of Dr. A. C. STEVENSON 
until recently professor of social and preventive medicine at 
Queen's University, Belfast. The Oxford Regional Hospital 
Board is providing accommodation, including laboratories 
at the Warneford Hospital, and the unit will also have 
oflices in Oxtord. Broadly, the unit has been established t 
study the genetical structure of human populations, The 
frequencies and the patterns of marker traits in populations 


genetical linkage, fertility patterns, and perhaps selectior 
factors in marriage are some of the subjects it is proposed 
to investigate. It is also hoped to develop the biochemica 
and cytological techniques needed for such work, and, if 
there is a demand for them, to establish genetical counsell 


ing clinics at various centres 


B.C.G. Vaccination.—The Ministry of Health and Depart 
nent of Health for Scotland have notified local health and 
hospital authorities about new arrangements for B.C.G. vac 
cination From April 1, for an initial trial period of nine 
months. a British freeze-dried vaccine (Glaxo) will be made 

iilable on the same basis as liquid B.C.G. vaccine 


Authorities ma use either type of vaccine \ revised 

men andum on B.C.G. vaccination has also been circulated 
Memo. 322/B.C.G. (Revised 1958). It deals with tubér 
n testi the two vaccines, the technique of vaccination 

nd its complications ; the groups eligible for vaccination 
| rd keep B.C... vaccination and the new free 


dried vaccine are discussed in an annotation at p, 698 


“Immunology.”—The first issue of Jmumunology, the 
offic ournal of the British Society ot Immunology, has 

w appeared. It is intended for the publication of the 
esults of original researcl Immunology is a quarter] 
ournal shed b Blackwell Scientific Publications 
Oxtord, at 18 i copy net, or annually £3 post tree, and 
eac ssue will contain about 110 pages The edito s 
Protess J. R. Marrack and the assistant editors Dr. J. H 


Humphrey and Dr. B. W. Lacey. The editorial board con 
sists of Dr. R. R. A. Coombs, Dr. B. Cruickshank, Dr 
P. G. H. Gell, Dr, N. A. Mitchison, Dr. J. Pepys, Dr. R. G 
White. and Professor G. Payling Wright Editorial corre 
spondenc should be addressed to Professor J. R. MARRACKk 


1) irtment of Pathology, Cambridge University subdscrip 
| 
s should be sent to Blackwell Scientific Publications 


24-25, Broad Street, Oxlord 


Nuclear Bomb Dropped Accidentally —On March 12 


nuclear bomb, complete except for its warhead, was dropped 
iccidentally by a U.S. B.47 bombe whilst on a routine trail 
flight in South Carolina The bomb destroyed a farm 
house and injured a woman and some children. According 
to a U.S. Air Force spokesman, the accident was due to 
mechanical fault in the “ bomb lock system.” It appears 
that the high-explosive charge completely destroyed the 
weapon, but no nuclear reaction developed There was 


evidence of some radioactive contamination in the neigh 


bourhood of the crater, but not, it seems, over a wider area 


Scottish Hospital Endowments Research Trust.—Th« 
Trust's second annual report and accounts, for the yea 
ended July 31, 1956, have just been published At that date 
the book value of the Fund’s investments was £2,447,644 
Ihe investment income during the year reviewed was 
£99,682: research grants cost £75,597 and administration 
£5,628. In an appendix there is a list of grant-holders and 
their subjects of research The report is available from 
Her Majesty's Stationery Office, Edinburgh, price Is. net 


International Children’s Centre.—The executive board of 
the International Children’s Centre ts setting up anew service 








MARCH 22, 1958 


to be known as the “Guidance Service.” Its object is 
to assist paediatric medical and social workers during study 
tours or visits abroad. The service’s headquarters will be 
at the International Children’s Centre, Chateau de Long- 
champ, Bois de Boulogne, Paris, but its activity will extend 
to the countries with which the Centre is co-operating. 


Rubella Children Parents Group.—The hon. secretary of 
this group is now Mrs. PeGGy FREEMAN, “™ Rowland,” 
63, Horn Lane, Woodford Green, Essex. The group was 
formed in 1955 to help parents with the education of 


children affected antenatally by rubella. 


Registers of Medical Auvxiliaries.- 
tion of Medical 
the Register of 


Technicians in 


rhe Board of Registra- 
Auxiliaries has issued two new registers 
fudiology Technicians and the Register of 
These registers are available 
free to members of the medical profession, and to hospitals, 
spas, local authorities, and other official bodies on applica- 
tion to the registrar of the board, B.M.A. House, Tavistock 
Square, London, W.C.1. 


Ve nereology 


Mental Health Research Fund.—During the year ended 
September 30, 1957, the fund raised £26,242 and allocated 
£19,194 for research fellowships and grants. Since its incep- 
ion in 1952 the fund has provided a total of over £50,000 
to support research. The fund’s annual meeting is at the 
Royal Society of Medicine on March 25 at 4 p.m The 
hon. secretary is Dr. DeReEK RICHTER and the fund’s offices 
ire at 39, Queen Anne Street, London, W.1 


Jerusalem Ophthalmic Hospital.—Sir Stewart Dukt 
ELDER gave a lantern lecture at St. John Gate, Clerkenwell, 
on March 17 on the Past. Present, and Future of the 


Ophthalmic Hospital of the Order of St. John in Jerusalem.” 
The hospital’s laboratories have been completed and re- 
The plans for the new hospital 
Arab doctors and 
school for The hospital will 
a large out-patient department and 100 beds for in- 
At present the hospital is in the Old City. 


search is now proceeding 


nclude a small postgraduate school for 
nurses and social workers 


nave 


patients 


Malaria Therapy.—All requests for material for the infec 
patients malaria therapy should be 
iddressed to the Malaria Reference Laboratory, 
Horton Hospital, Epsom, and not to the London or 
pool Schools of Tropical Medicine 


tion of requiring 
director, 


Liver 


Faculty of Anaesthetists.—As a result of 
Dr. R. P. Harporp, reader in 
versity, has been elected to the 
Anaesthetists, Royal College of 
in eight-year period 


i postal ballot 
anaesthetics at Uni 
board of the Faculty of 
England, for 


I eeds 


Surgeons of 


University. Dr. D. A. Heatun has been 


in pathology 


Birmingham 
ippointed lecturer 


North of England Otolaryngological Society.—Dr. A. | 
GREGSON, of received the society's 50-guinea prize 
for his essay on Acute Osteomyelitis of the Maxilla in 
Infants * at a meeting on February 22 held at the Roval Eve 
and Ear Hospital, Bradford. Mr, J. H. Orry 
president and Mr. R. M. MARSHALL vice-president of the 
society The hon. secretary is Mr. R. THomMas, 25, High 
York 


Lee ds, 


was elected 


Petergate, 
of the Walter 


director and 


Sir Mactarlane Burnet, F.R.S 


Fliza Hall Institute, Melbourne, has started a five-month 
tour of the United States, Britain, and the Continent of 
kurope 


Professor F. A. E. Crew, F.R.S., is to receive the honorary 
LL.D. of Edinburgh University at the graduation ceremony 
on July 3 


Professor Ajit Kumar Basu, director of the department of 
surgery at the Institute of Postgraduate Medical Education 
and Research, Calcutta, is on a two months’ visit to Britain 
at the invitation of the British Council. Professor Basu is 
specially interested in thoracic surgery. 
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COMING EVENTS 

Royal College of Surgeons of England.—Dinners are held 
at the College every month, with the exception of July, 
August, and September, and the following are eligible to 
attend with their wives and guests: fellows and members 
of the College; fellows and licentiates in dental surgery 
fellows and members of the Faculty of Anaesthetists : 
holders of special diplomas ; students of the College ; and 
members of associations linked to the College through the 
Dinners will be held at 7.15 for 7.30 p.m 


723 


joint secretariat. 
on the following Wednesdays during 1958: April 16, May 
June 11, October 8, November 12, and December 10. Appli- 
cations for tickets (£1 10s, each, which includes cocktails 
before dinner and wine at the table) should be made to th 
deputy secretary of the College. 


Faculty of Radiologists. Postgraduate week-end course 
and radiotherapy at the Royal 
29 


College of Surgeons, Lincoln’s Inn Fields, March 22 and 23 


on diagnostic radiology 


Concert.—Hospitals’ Symphony Orchestra, March 22. 
8 p.m., at B.M.A. House, Tavistock Square. Tickets 7s. 6d., 
Ss., and 3s. from Miss Parricta O'HANLON, St. Bartholo- 


mew’s Hospital, London, E.C.1. 


Association of Industrial Medical Officers.—-83rd meeting 
at the London School of Hygiene and Tropical Medicine, 
March 28, and at St. George’s Hospital, March 29. Details 
from Dr. R. A. Gorpon Smrirx, 47, Lincoln’s Inn Fields, 
London, W.C.2. 


British Tuberculosis Association—Annual conference, 
July 1-4, at the Royal Festival Hall, as part of the Common- 
wealth Chest Conference. The provincial 
meeting will be held on March 28 and 29 at Cambridge 
Details from the secretary, British Tuberculosis Association, 


59, Portland Place, London, W.1. 


Boat Race.— Messrs. Vitamins Limited have available 
number of tickets for doctors who may wish to view the 
Oxford and Cambridge Boat Race on April 5 from the 
Bemax premises. Early application should be made to 
Dept. B.R.1, Vitamins Limited, Upper Mall, London, W.6. 


association’s 


Oliver Bird Lecture—Dr. GreGory Pincus will delive: 
the second Oliver Bird lecture on April 9 at 5 p.m. at the 
London School of Hygiene and Tropical Medicine. He will 
describe the clinical trial of an oral contraceptive in Puerto 


Rico 


Research Society.—Conference on “The 
Training,” April 13-16, at Bristol University. 


Ergonomics 


Probiems of 


Details from Mr. S. Grew, Department of Psychology, 
22, Berkeley Square, Bristol 
Instruments, Electronics, and Automation.—-Exhibition. 


April 16-25, at Olympia, London. It will include apparatus 
for scientific research Further details from Industrial 
Exhibitions Ltd., 9, Argvll Street, London, W.1 


Institute of Diseases of the Chest.—Clinical demonstra- 
tions, on Fridays, at 5 p.m., from April 18 to July 4. Details 


from the secretary of the institute, Brompton, London, 
S.W.3 
N.A.P.T.—Symposium on chronic bronchitis, April 24, at 


the Royal Victoria Infirmary, 
Tickets (10s. each) from N.A.P.T., 
Tavistock Square, London, W.C.1. 


Newcastle upon Tyne 
Tavistock House North. 


Society for Psychosomatic Research.—Conference on the 
nature of stress disorder is being held at the Royal College 
of Physicians, May 24. Attendance limited, but a few 
places still open. Applications to the secretary, S.P.R., 
130, Harley Street, London, W.1. 


XVth International Congress of Zoology.—To be held 
July 16-23. Applications for membership should be sub- 
mitted without delay to the congress registrar, c/o British 
Museum (Natural History), Cromwell Road, London, S.W.7 
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24. MARCH 


Postgraduate Course for Ophthalmologists.—A_ refreshe 


course fo ophthalmologists, organized by Professor 
ARNOLD Sorssy, was held at the Courage laboratory of the 
Royal Eye Hospital, London, during the first week in 
February Fourteen ophthalmologists attended. In view 
f its success, a similar course will be held next year. Those 


iterested should write to Mr. G. W. Hoare, Holmeswood 
Clytha Park Road, Newport, Mon 
Biological Standardization.—Fourth international con 
ess, J 14-30 1 Brussels Details from the secretary 


Wvyts n. Ixelles. Brussels 


NEW ISSUES 


SPECIALIST JOURNALS AND ABSTRACTS 


V BMA. Hou Ta ock Squ London, W.C.1 
Archives of Disease in Childhood.—-Issued six times ' 
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Some P M “Mt N THE Fir I FE YEAR I I . 
( N D M ya Gre + ( Vrr I vy BIRTH 
W ( M. D 
THe Proon RON Cu Aft White Frank 
4 CON RA N ( RUM AND MILK as S RCES f AN ' 
W 1 Ma TRANSFERRED 1 THE NEWBORN Bat Kath I 
Bar I Dodd, and Mavis Gunther 
T Serum Pr NS AT 6 MONTHS OF AGE IN INFANTS FF ~ HuMaAS 
Cow MILK oR ON BorTH Fatma Hassa iM G t 
! Dirtary I MEN PHENYLKETONURIA a Be. R Griff 
\ M S ( I Db 
i ADENOM ( Pr NTING A Rick S 
Ww WW H. G : \ \\ Rot s 
ACROM ‘ a Greal S Year R. Macl Tod 
M JNAN N-CHROMAF! PARAGAN M T I \. Mack 
and A. R. Maceree 
‘ iM LIVER ‘ ‘ aL S D. W \ 
M ne 
P rn I R ORES Serum Pr N n ¢ Ri \W WV. P. 
Cc. F 
A ¢ x AN H ] M S VENT aS Dert ‘ 
INFAN ( M M 4 G se G Row ( \ 
< 
Ss AN NI R i Fr. CHRON P M R DISEASE A‘ 
( . Mar M W ks G ,. B 
THe ¢ . PHAGE RFGION INPAN G.S.M Bott 
Abstracts of World Medicine.—Issued in the first week of eac 
month I ournal contains bstracts of important paper 
selected from the current medical literature of the world. Annua 
£4 4s 
British Journal of Ophthalmology. Issued nth ¢ 
annually) The new issue, Vol. 42, No nclud 
Som N ® T M < Pr EM Alan M 
AcUTe \ aL FAILURE AS A NEUR Re at. EMERGEN A i Uihle 
on am Aspects OF ENDOCRINE EXOPHTHALM G. I. Scott 
Dp NOST VaLUe OF ORBITAL AN GRAPH H. K 


Ophthalmic Literature. (Vol. 10, No. 6, and 














\ Ni ) are now a 1 comprehensiy 
el ‘ of stracts of tl erature on ophthalmology and 
lated C Six issues and olume index each yea innua 
subscription £4 4 with the B Journ halmolog 
£9 
SOCIETIES AND LECTURES 
Af harged or a tich required for attending lect rked @ 
ADT at should first n r J 
Monday, March 24 
M.ncH ren ME SocietT 4 SECTION e ODONT Ar I 
Room. Dental Hospital, 4.30 for 5 p.m., Mr. I. R. H. Kramer: € 
and Patholos F I ns Presenting as White Patche 
Ceeh Mmcoee SECTION GENERAL PRA e: At Large Anator 
I 2 Ma rt t gw f rf Mr. R T Jot 
N rgical ( G al Pra 
Tuesday, March 25 
BB« Tee n.—9 y I Their H x 
D S R Inf Br 
IncTiT fF LARYNGOLOGY AND OTOL™ p.m., Dr. I. I ar 
R ‘ Tis c ture i: tr r + the Stud f 
Low + Hosprra 5 8.30 p.m f r Clifford W F re 
Rena! Functior 
Rovat Army Ms c it 6 p.m., Dr. J. S. Richardson: P t 
P the Treatment of Some Com ner Endocrinopath 
~ at STaTIsTicAL SOCIETY Mepicat SECTION At Westminster Medica 
> p.m., Dr. M. A. Heasman: Method gical Problems in th 
Study O pational Mortality 
A, tr Exo Hoss n NeUR GY AND NEUR RGERY 530 p.m., D 


MEDICAI 





Brit! 
MEDICAL JOURNAL 


SH 


NEWS 


Wednesday, March 26 

ec HRISTIAN MEDICAL FeLLoOwsHip At Royal Empire Society, Northumber 
land Avenue, W.C., 8.15 p.m., Mr. D. MacG. Jackson: Moral Responsi 
bility in Clinical Research 

INSTITUTE OF UROLOGY 4.30 for 5 p.m., Mr. H 
Anastomosis 

Rovyat INstirure oF Pustic Heacru 
Law: Scalp and Hair Problems 


K. Vernon: Uretero-colic 


AND HYGIENE 3.30 p.m Mr. F. S 


Thursday, March 27 

LIVERt Mepicat INSTITUTION 8S pm 

Rovat Eve Hosprrat 5.15 p.m., Dr. T. H 
(a) In the Old ; (5) In the Young 

R Al Mept PSYCHOLOGICA ASSOCIATION, 
PSYCHIATRY SECTION At 11. Chandos 
from the Cassel Hospita Mothers and 

and their guest ° 

| eT F APOTHECARIES OF LONDON 5S p.m., Mr. C. Naunton Morgan 
N valienant Diseases of the ¢ n; 6.15 p.m Mr. A. W. Badenoch 
Genito-Urinary Tuberc 


Friday, March 28 


BIOCHEMICAL Sox 


annual mecting 
Whittington: Refraction Work 
AND SOCTAI 
symposium 

Open t 


PSYCHOTHERAPY 
Street. W., 8 p.m 
Babies in Hospital 


ham Medical Scho 
+ Ist neet 
Addenbrooke's Hospita 3} pm Dr 
Endometrium, reviewing SO 
reference to the results of 
LARYNGOLOGY AN Or ; Sswom Mr. Maxwe Ellis 
National Institute for Medical Research 
Kalabukhov (U.S.S.R.): Sez 
uls in Relation to the Environmen 
AND.—4.30 p.m Lister Oration by 
in the Animal World 
Pumphrey, Sc.D., F.R.S.: 





n the Organism 





FGI i 
wart Duke-Elder: I 
ROYA INSTITUTION 9 

Hearing in Man 
@socrn F AF 


F.R.S.: End n 


and 
THECARIES F LONDON sSopem Sir 
Therapy in Surgery ; 6.15 p.m., Mr 


Dodds 
Maingot 


Charles 


Rodney 


S FTY F Merpicat OFFicers or Heattu (Wetsn Brancn) At B.M.A 
Hous 195, Newport Road Cardiff, 6.30 p.m., Dr. A. R. Davies: Pre- 
Air P n; Dr. J. K. Jones: Recent Advances in the 

< tl f P. nyelitis ; Dr. ¢ IR iwwton: I Radiation and 


nizing 


, Venereat D 
Lect Theatr M hester R Infirmary, 2 p.n ger 


Results of I Treatn t of Interstitial Keratiti 


APPOINTMENTS 


ESTERN RiGIonaL H 
D.P.M., Consultant Psy 


SPITAL 


hiatrist 


Boaro H S. Coulsting M.B 
(Child Guidance) and H. Banner 

M.B.. B.S., D.O.M.S nologist, Bristol Clinical Arca ; P. N 

New M.B B.Ct D.P.H., D.M.R.D., Senior gistrar 1 Radio 
Southmead Hospita Bristol; A. B. Cooper, M.B Ch.B 
Hospitals; R. P. Anklesaria 
gistrar Royal Devon and Exeter Hospital, 
B.S., Surgical Registrar. Royal Cornwa 
M.B B.S F.R.C.S.Ed., Surgica 
Newton Abt Hospitals: D. O. H 
rg Registrar, G estershire Royal Hospital, 


Ch.B 
Ophtha 


DPM S 

M_B RBS 4 
Exeter: S. L.. Ch 
Infirmar Trur a 
R tr I f 
M t MB RS 
G 





BIRTHS, MARRIAGES, 
BIRTHS 

Hoskins. On M hl 1958. at Cardiff M 
former , k 


Osmond 


AND DEATHS 


Philomena 
Margaretta 


ternity Hospita 

skins, a daughter 
Cla 

Lawson... On Ma & 1958 t Cardiff. t Jean. wif yf 
MD M.R« < 
Matthews.— © ! i958 
Wallis) and Dr 
On March 8 
y Hartstein M.B., and 
stock Road. St d, Kent. a brother for 
Worsley. -On March 10, 1958, at the War 
S Lar to Elizabeth, wif f Dr 


James G. Lawson 
at Aberdeen Mat Hospital, to Joyc 
Matthews, a daughter 

niversity € leg 
Anthony Wisdom. M.B.. of 3, W 


rnity 
Bryan 
1958, at | 


(former! 


Wisdom. 


Spita to 





MARRIAGES 





Porteous—Roberts.—On March 15, 1958, at Princes Road Welsh Presby 
an Church, Liverp Colin Ross Port 1 M.B., Ch.B., of Birken 
1. Cheshir t Myfanwy Rhiwen Hughes Roberts, M.B., Ch.B 
D.P.H f Bangor 
DEATHS 
Josien. -On Novem 1 rS¢ n Jamaica, Hubert Josien, M.D 
Linton, Claremont, Jam i. aged 90 
Martin..0n February 25. 1958, George Stratton Martin, M.B ChB 
lake Windsor Road. Gerrards Cross, Bucks 


Ross..-On February 21, 1958, at 8, Union Street, Wick, Caithness. Johr 


Alexander R 


and M.B., Ch.B.. aged 62 

Rutherford..-On February 2 1958, at 10, York Road, Harrogate, Yorks 
Rapha Per James Rutherford. M.B.. Ch.B 

Swanston.—-On February 24. 1958. in hospital, William Ewart Swanston 
M.R.C.S.. L.R.C.P., of 572, Caledonian Road, London, N., and 18 
Derwent Crescen London, N 

Wilson.—-On February 22 1958. at Smuggiers, Bosham, Sussex, Harr 
Theodor Minden Wilson, DS.O M.R.C.S., L.R.C.P Licutenant 
( n R.A.M<& retired 

Wood.—On Februa 22, 1958, at 8, St. Hilda’s Terra Whitby, Yorks 


M.D 


aged 8&2 


Maurice 











MarRcH 22, 1958 


Any Questions ? 





questions and 
regretted 


selection of those 
answers interest. It ts 
that it is not possible to supply answers to all questions 


below a 


seem of 


We publish 


which general 


ubmitted 


Scheme for Immunization 


Q.-Would you please give a scheme for immunizing a 


Ld 


child against smallpox, diphtheria, tetanus, w hooping-« ough, 
poliomyelitis, and tuberculosis, indicating (1) order of 
noculation, (2) age, (3) agent, (4) dosage, (5) number of 
hooster doses and at what intervals, and (6) contraindica 
tions 

4.—The active immunization of infants and children 
igainst a number of infections is at present in a confused 
state well illustrated by the correspondence columns in recent 


ssues of Journe For years it has been the estab- 
lished practice to use (a) prophylactics containing alum 
because of their high immunizing value, (b) combined 


prophylactics in order to save the infant from an unneces 


sary number ol pricks The investigations of the Medical 
Research Council on post-inoculation poliomyelitis,* how- 
ever, have shown that there is a definite risk of paralytic 
poliomyelitis within 28 days of the injections when this 
disease is prevalent and that the risk varies with the nature 
f the prophylactic acid. After alum-containing prophylactics 
ke AZ... P.1.ALF nd alum-adsorbed pertussis vaccine, 

d also after alum-free but combined diphtheria-pertussis 
prophylactic, the risk lies between 2.1 and 6.7 per 100,000 


noculations, whereas during the same period the calculated 


incidence of poliomyelitis in the absence of inoculations 
works out at 1.3 per 100,000. (These estimaies were based 
on a small number of cases.) After diphtheria formol 
toxoid (F.T.), after T.A.! ifter a plain suspension ot 
pertussis vaccine, and after smallpox vaccination the risk ts 
not greater than in the general population ; there is also no 
greater risk with intramuscular than with subcutaneous 


injecuion 


In the present state of opinion on all active immunizations, 


no recommendation can be dogmatic or final. If one accepts 
the findings of the M.R.C. committee, then, when poliomye- 
litis is prevalent, all alum-containing prophylactics should be 


discontinued, except perhaps for subjects already immunized 
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which we did ascend.” 
and T.A.F. T.A.F. has many drawbacks 
(1) at injections necessary to immunize, (2) it 
is contraindicated in subjects suffering from asthma or 
eczema, (3) it is apt to sensitize against future injections of 
serum that may have to be given therapeutically ; it has a 
place, however, in the immunization of some adults and 
older children. For infants and young children F.T. should 
be used 

Also, when poliomyelitis is present, a scheme of immuni- 
zation will have to be formulated in which only single 
antigens are used. Leaving out for the present the question 
of tuberculosis prevention, the optimum ages and the opti 
mum order of the various immunizations mentioned by the 
questioner would be as follows Pertussis Ist, 2nd, 3rd 
month (3 injections of the plain suspension of pertussis 
vaccine) vaccination during the 4th month. 
Poliomyelitis: Sth and 6th month (2 injections of the polio- 


base degrees by The choice lies 
between F.T. 


‘ 
least 3 are 


Smallpox 


myelitis vaccine at intervals of 3-4 weeks and possibly a 
third at some later date). Diphtheria: 7th and 8th month 
(2 injections of F.T. at 4 weeks’ interval). Tetanus : between 
the 11th and 18th month (3 injections of tetanus toxoid at 


intervals of 6 weeks and 6 months) 

This makes a total of 11 to 12 inoculations in 18 months 
nothing of booster doses against diphtheria and 
when the child is about 5 years old-—a really in 
ylerable number of which very few parents 
would accept. A compromise could be made by immunizing 
the child at the 7th month both diphtheria and 
tetanus by giving 2 injections of combined F.T. and tetanus 
interval of 6 weeks, and 6 months later—.e., 
14th month—an injection of combined F.T., 
tetanus toxoid, and plain The risk of 
would probably be negligible, as the child 
have been already immunized the disease. 
(In the present state of our knowledge it is probably wise 
not to combine poliomyelitis vaccine with other 
phylactics.) When poliomyelitis is not prevalent a simpler 
scheme of immunization could be adopted, using combined 
antigens but no alum-containing prophylactics (see Table) 

For the prevention of tuberculosis, the present procedure 
is to with B.C.G. (1) all newborn infants who are 
likely to be exposed to a family infection and to separate 
them from the infection for at least two months, when the 
tuberculin test should be positive, (2) all children 14 years 
old who are tuberculin-negative before they school, 


tO say 


etanus 


inoculations 


against 


toxoid at an 
ibout the 
pertussis vaccine 


poliomyelitis 


would against 


pro- 


inoculate 


leave 





igainst poliomyelitis. In the case of the alum-adsorbed ind (3) all medical students and nurses who are tuberculin- 
pertussis vaccine this would be no disadvantage In the negative when they join a hospital. According to an investi- 
case of A.P.T. and P.T.A.P. it would mean the loss of gation by a committee of the Medical Research Council,’ as 
valuable prophylactics—indeed, an instance of “ scorning the many as 40°, of school leavers show a positive tuberculin 
\ge Disease Age D and Methoc Booster Doses Contraindications 
Pert D.T.P | actic 3 yections of 1 mi. at | Same D.T.P. prophylactic No pertussis component if a 
diphtheria I ml. contains intervals of 1 month intra- 1 mil. intramuscularly or history of epilepsy, convul- 
etanus Diph. formol toxoid: 25 Lf muscularly or deep-sub deep subcutaneously at sions, diplegia, or neuro- 
Tetanus toxoid SLf cutaneously the age of 9 or 10 months pathic family 
20,000 million H. pertussis 
No mineral 
+ mo Small px Smallpox vaccine Multipressure inoculation pre Reinoculation after 5 vears Eczema, skin ntections, 
ferably over the insertion of exposure to infectious 
the deltoid diseases 
S mon} Poliomyelitis Formalin inactivated polio- 2 injections of I ml. at inter- I ml. at the age of 13 months 
¢ " virus vaccine (all 3 types) vals of 3—4 weeks intramus- or before the onset of the 
cularly or deep-subcutane- next poliomyelitis season 
ously 
About 4-5 years Diphtheria D.T. prophylactic | mil ntramuscularly = of 
before entry to tetanus ; 1 mil. contains deep-subcutaneously 
school Diph. formol toxoid: 25 Lf 
Tetanus toxoid SLf 
No mineral 
(a) At birth if a Tuberculosis B.C.G. liquid suspension (a), (b), (c) OL mi. injected | Not required, but a Man- Tuberculin positive reactors 
family infection Strictly intradermally over toux test at 10 units 8 | Skin infections 
present the insertion of the deltoid weeks after inoculation Acute infectious disease 


(b) Between 6 
months and 18 
months 

c) At 10 years if 
not done before 


(a) No preliminary tuberculin 
testing required 

(b) Preliminary tuberculin test 
ing only if history of contact 

(c) Always a preliminary tuber 


should be positive 


culin testing 





i i) 
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22. 1958 
eaction. It is therefore being generally recognized that 
B.C.G. vaccination should be offered at an earlier age before 
the subjects have had a chance of contracting a tuberculous 
infection naturally. If one truly logical view, all 
infants ought to be inoculated with B.C.G. before they are 
years old, dispensing with a preliminary tuberculin test 

f they have nct been exposed to the disease. Some workers 
n this field,” however, maintain that the widespread 
nation of infants who are non-contacts is not justified 
B.C.G 10 vears of 


takes a 


d advocate inoculation at age 
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of the total infections would be dealt with.? (2) Giving antibiotics 
predisposes to cross-infection with resistant organisms. Even if 
severe infections, such as staphylococcal entero-colitis, which has 
caused a number of fatalities in dysentery patients and carriers,’ 

are infrequent, the risk is difficult to justify in mild diseases such 
as dysentery. And, although cross-infection often causes no 
symptoms, it tends to increase the prevalence of resistant organ- 
isms in the community. This danger may be less with the anti- 
biotics your expert recommends than with those in the broad- 
group, but it is not entirely negligible. And, as the 
recommended sometimes fails, it might be necessary 
to give broad-spectrum antibiotics to obtain negative specimens 
(3) It has recently been shown that the symptomless excreter of 
Shigella sonnei plays a relatively unimportant part in the spread 
of dysentery,*~* and that allowing junior and secondary school- 
children to return to school when symptom-free but still positive 


spectrum 


treatment 


did not produce any known secondary cases in the other pupils 

mn (4) Unless there are special circumstances not 

mentioned by the questioner, it seems very doubtful if it is justi- 

fiable give antibiotics to the healthy children referred to 
t o hospital 


the school 


to nore 
¢ 
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or to admit them 
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